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(57) Abstract 

This invention 
provide a compound 
formula (I) wherein R 1 
an optionally substituted 
to 6-membered ring; W 
a divalent group of formula 
(a) or (b) wherein the ring A 
is an optionally substituted 
5- to 6-membered aromatic 
ring, X is an optionally 
substituted C, N or O 
atom, and the ring B is an 
optionally substituted 5- 
to 7-membered ring; Z is a 
chemical bond or a divalent 
group; R 2 is (1) an optionally 
substituted amino group in 

which a nitrogen atom may form a quaternary ammonium, etc., or a salt thereof, which is useful for antagonizing MCP-1 receptor. 




(a) 



(b) 
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DESCRIPTION 

Anilide Derivative, Production and Use Thereof 

Technical Field 
5 The present invention relates to an anilide derivative 

or a salt thereof having antagonistic activity on MCP-1 
(monocyte chemoattractant protein- 1) receptor, production 
method and use thereof. 

10 Background Art 

MCP-1 is known to be a monocyte chemotactic factor 
relating to inflammatory diseases, and belongs to CC 
chemokine sub-family. MCP-1 is round to express not only 
from monocyte but also from cardiac muscle cell , blood vessel 

15 endothelial cell, fibroblast, chondrocyte, smooth muscle 
cell, mesangial cell, aveolar cell, T lymphocyte, macrophage, 
etc. in various pathosis (specifically, angiostenosis , 
arteriosclerosis, rheumatic arthritis, diabetic 
microangiopathy, granulomatous inflammation (tuberculosis, 

20 sarcoidosis, etc.), solid cancer, diastolic cardiomyopathy 
(chronic heart failure, etc.), glomerulonephritis, etc.), 
and MCP-1 deeply relate to crisis and progression these 
pathosis. Therefore, MCP-1 receptor antagonists are used 
as a medicament for the treatment and prophylaxis of these 

25 pathosis. 

So far, there have been only a little reports on low 
molecule compounds having antagonistic activity on MCP-1 
receptor. For example, it is disclosed that aryloxy- 
propanolamine derivatives being active as /3 -blocker show 

30 weak inhibitory activity on MCP-1 binding to its receptor 
in JP-A-25756/1995 and that phenylethanolamine derivatives 
having sympathetic activity and sympatholytic activity show 
weak inhibitory activity on MCP-1 binding to its receptor 
in JP-A-25757/1995. 

35 On the other hand, phosphonic acid derivatives having 

osteogenesis activity is disclosed in JP-A-73476/1996 but 
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there is no description on MCP-1 receptor antagonistic 
activity. 

The present invention is to provide a new anilide 
derivative or a salt thereof having antagonistic activity 
on MCP-1 receptor and therapeutic and prophylactic effect 
on cardiac infarction, myocarditis, cardiomyopathy, 
chronic heart failure, restenosis after angioplasty, 
disorder after reperfusion in lung and heart, inflammatory 
diseases (e.g. arteriosclerosis, arteriosclerosis after 
heart transplantation, (chronic) rheumatic arthritis, 
nephritis, etc.), rejection after organ transplantation, 
fibroid lung, renal insufficiency, diabetic diseases (e.g. 
diabetes, diabetic nephropathy, diabetic complication, 
diabetic retinopathy., diabetic retinitis, diabetic 
microangiopathy, etc.), tumor (e.g. bladder cancer, breast 
carcinoma, cervical carcinoma, chronic lymphocytic 
leukemia, chronic myelocytic leukemia, colon carcinoma, 
multiple myeloma, malignant myeloma, prostatic cancer , lung 
cancer, stomach cancer, Hodgkin's disease, etc.) 
infectious diseases (e.g. tuberculosis, invasive 
staphylococcia, etc.), etc.; production method and use 
thereof . 



Disclosure of Invention 

The present inventors diligently made extensive 
studies on compounds having MCP-1 receptor antagonistic 
activity and, as a result, they found that an anilide 
derivative of the following formula (I) or a salt thereof 
[hereinafter, referred to as Compound (I)] unexpectedly 
possesses potent MCP-1 receptor antagonistic activity and 
clinically desirable pharmaceutical effect. Based on the 
finding, the present invention was accomplished. 

More specifically, the present invention relates to 
(1) a compound of the formula: 
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10 



15 



20 



wherein R 1 is an optionally substituted 5- to 6-membered ring , 
W is a divalent group of the formula: 



wherein the ring A is an optionally substituted 5- to 
6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, the ring B is an optionally substituted 
5- to 7-membered ring, Z is a chemical bond or a divalent 
group, R 2 is (1) an optionally substituted amino group in 
which a nitrogen atom may form a quaternary ammonium, (2) 
an optionally substituted nitrogen-containing heterocyclic 
ring group which may contain a sulfur atom or an oxygen atom 
as ring constituting atoms and wherein a nitrogen atom may 
form a quaternary ammonium, (3) a group binding through a 
sulfur atom or (4) a group of the formula: 



wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R s and R 6 are independently an 
optionally substituted hydrocarbon group or an optionally 
substituted amino group, and R 5 and R 6 may bind to each other 
to form a cyclic group together with the adjacent phosphorus 
atom, or a salt thereof; 

(2) a compound of the above (1) , wherein R 1 is benzene, furan, 
thiophene, pyridine, cyclopentane , cyclohexane, 
pyrrolidine, piperidine, piperazine, rnorpholine, 
thiomorpholine or tetrahydropyran , each of which may be 




or 
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substituted; 

(3) a compound of the above (1) , wherein R l is an optionally 
substituted benzene; 

(4) a compound of the above (1) , wherein the ring A is furan, 
5 thiophene. pyrrole, pyridine or benzene, each of which may 

be substituted; 

(5) a compound of the above (1), wherein the ring A is an 
optionally substituted benzene; 

( 6 ) a compound of the above ( 1 ) , wherein W is a group of 
10 the formula: 



wherein each symbol is as defined in the above ( i ) ; 

(7) a compound of the above (1), wherein W is a group of 

the formula: 



wherein each symbol is as defined in the above (1); 

(8) a compound of the above (7), wherein the ring B is a 

5- to 7-membered ring group of the formula: 



20 wherein Y is -Y'-(CH a ).- (Y» is -S-, -0-, -NH- or -CH,-, and 
m is an integer of 0-2) , -CH=CH- or -N=CH-) , which may have 
a substituent at any possible position; 

(9) a compound of the above (8), wherein Y is -Y'-fCHzh- 
(Y' is -S-, -0-, -NH- or -CH,- ) ; 
25 (10) a compound of the above (8), wherein Y is -(CH 2 ) 2 -, 
-(CH 2 ) 3 - or -0-(CH 2 ) 2 -; 

(11) a compound of the above (10), wherein the ring A is 
an optionally substituted benzene; 

(12) a compound of the above (1) , wherein 2 is an optionally 
30 substituted C 10 alkylene; 
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(13) a compound of the above (1), wherein Z is a divalent 
group of the formula: -Z'-(CH 2 ) n - (Z f is -CH(OH)-, -C(O)- 
or -CH 2 -, and n is an integer of 0-2) in which an optional 
methylene group may be substituted; 

(14) a compound of the above (1), wherein Z is methylene; 

(15) a compound of the above (1), wherein Z is substituted 
at para position of the benzene ring; 

(16) a compound of the above (1), wherein R 2 is (1) an 
optionally substituted amino group in which a nitrogen atom 
may form a quaternary ammonium, (2) an optionally 
substituted nitrogen-containing heterocyclic ring group 
which may contain a sulfur atom or an oxygen atom as ring 
constituting atoms and wherein a nitrogen atom may form a 
quaternary ammonium, or (3) a group of the formula: 

4 



wherein R 5 and R 6 are independently an optionally substituted 
hydrocarbon group, and R 5 and R 6 may bind to each other to 
form a cyclic group together with the adjacent phosphorus 
atom; 

(17) a compound of the formula: 




wherein X" is an anion; 

(18) a compound of the above (17), wherein X is a halogen 
atom; 

(19) a compound selected from the class consisting of 
N-methyl-N- [ 4 - [ [ [ 2- ( 4-methylphenyl ) -6 , 7-dihydro-5H- 
benzocyclohepten- 8 -yl ] carbonyl ] amino ] benzyl ] - 



WO 99/32468 



PCT/JP98/05707 



6 



piperidinium iodide, 

N-methyl-N- [ 4 - [ [ [ 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepin - 4 -yl ] carbonyl ] amino ] benzyl ] piperidinium 
iodide , 

5 N- [ 4 - [ N-methyl -N- ( t e trahydropyran- 4 -yl ) aminomethyl ] - 
phenyl ] - 7 - ( 4 -methylphenyl } - 2 , 3 - dihydro- 1 -benzoxepine- 4 - 
carboxmide , 

N- [ 4 - [ N-methyl -N- ( t e trahydropyran- 4 -yl ) aminomethyl ] - 
phenyl ] - 7 - ( 4 -morpholinophenyl ) - 2 , 3 - dihydro - 1 - 
1 0 benzoxepine - 4 - carboxmide , 

7- ( 4-ethoxyphenyl) -N- [4- [N-methyl-N- ( tetrahydropyran-4- 
yl ) aminomethyl ] phenyl ] - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxmide , 

N, N- dimethyl -N- [4- [ [ [2- (4 -methylphenyl) -6 , 7 -dihydro -5H- 
1 5 benzocyclohept en- 8 -yl ] carbonyl ] amino ] benzyl ] -N- 
(te trahydropyran- 4 -yl) ammonium iodide and 
N-methyl-N- [ 4- [ [ [ 7- ( 4 -methylphenyl ) -3 , 4-dihydro- 
naphthalen - 2 -yl ] carbonyl ] amino ] benzyl ] piperidinium 
iodide , 
20 or a salt thereof; 

(20) a method for producing a compound of the formula: 



wherein each symbol is as defined above ( 1 ) or a salt thereof , 
which comprises subjecting a compound of the formula: 
25 R'-W-COOH (II) 

wherein each symbol is as defined above (1), a salt or a 
reactive derivative thereof to condensation reaction with 
a compound of the formula: 




0 




(III) 



30 wherein Z is as defined above ( 1 ) and R 2 1 is ( 1 ) an optionally 



WO 99/32468 



7 



PCT/JP98/05707 



substituted amino group in which a nitrogen atom may form 
a quaternary ammonium, (2) an optionally substituted 
nitrogen-containing heterocyclic ring group which may 
contain a sulfur atom or an oxygen atom as ring constituting 
5 atoms and wherein a nitrogen atom may form a quaternary 
ammonium, (3) a group binding through a sulfur atom or (4) 
a group of the formula: 



wherein k is 0 or 1 , and when k is 0, a phosphorus atom may 
10 form a phosphonium; and R s and R 6 are independently an 

optionally substituted hydrocarbon group or an optionally 
substituted amino group, and R 5 and R 6 may bind to each other 
to form a cyclic group together with the adjacent phosphorus 
atom, the above groups (l)-(4) being optionally protected, 
15 or a salt thereof, and, if desired, subjecting the obtained 
product to deprotection, oxidation, reduction and/or 
ammoniumation ; 

(21) 3- (4-methylphenyl) -8 , 9-dihydro-7H-benzocyclo- 
heptene-6-carboxylic acid or a salt thereof; 
20 (22) a pharmaceutical composition comprising a compound of 
the above (1) or a salt thereof; 

(23) a composition of the above (22), which is for 
antagonizing MCP-1 receptor; 

(24) a composition of the above (22), which is for the 
25 treatment or prophylaxis of cardiac infarction or 

myocarditis; 

(25) a pharmaceutical composition for antagonizing MCP-1 
receptor (or a pharmaceutical composition for inhibiting 
binding of MCP- 1 (a ligand) to MCP- 1 receptor or a 

30 pharmaceutical composition for antagonizing binding of 

MCP-1 to its receptor), which comprises a compound of the 
formula: 
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R— «f— C— NH-^J 
0 

wherein R J is an optionally substituted 5- to 6-membered ring, 
W is a divalent group of the formula: 





or 

wherein the ring A is an optionally substituted 5- to 
6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, the ring B is an optionally substituted 
5- to 7-membered ring, Z is a chemical bond or a divalent 
group, R 2 is (1) an optionally substituted amino group in 
which a nitrogen atom may form a quaternary ammonium, (2) 
an optionally substituted nitrogen-containing heterocyclic 
ring group which may contain a sulfur atom or an oxygen atom 
as ring constituting atoms and wherein a nitrogen atom may 
form a quaternary ammonium, (3) a group binding through a 
sulfur atom or (4) a group of the formula: 

< R 6' 

| R 

wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 ' and R* 1 are independently an 
optionally substituted hydrocarbon group, an optionally 
substituted hydroxy group or an optionally substituted amino 
group, and R 5 ' and R 6 ' may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
thereof ; 

( 26 ) a method for antagonizing MCP- 1 receptor which comprises 
administering to a mammal in need thereof an effective amount 
of a compound of the formula: 
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wherein R 1 is an optionally substituted 5- to 6-membered 
ring; 

W is a divalent group of the formula: 



wherein the ring A is an optionally substituted 5- to 
6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, and the ring B is an optionally 
substituted 5- to 7-membered ring; Z is a chemical bond or 
a divalent group; R 2 is (1) an optionally substituted amino 
group in which a nitrogen atom may form a quaternary ammonium, 
(2) an optionally substituted nitrogen-containing 
heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium, (3) a group 
binding through a sulfur atom or (4) a group of the formula: 



wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 ' and R 6 ' are independently an 
optionally substituted hydrocarbon group, an optionally 
substituted hydroxy group or an optionally substituted amino 
group, and R S| and R* 1 may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
thereof; 

(27) a method for antagonizing MCP-1 receptor which 
comprises administering to a mammal in need thereof an 




or 




WO 99/32468 



10 



PCT/JP98/05707 



10 



15 



effective amount of a compound of the above (1) or a salt 
thereof; 

(28) use of a compound of the formula- 



R — V — C — NH — (\ ft 
II v ; 

0 

5 wherein R 1 is an optionally substituted 5- to 6-membered 
ring; 

W is a divalent group of the formula: 





wherein the ring A is an optionally substituted 5- to 
6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, and the ring B is an optionally 
substituted 5- to 7-membered ring; Z is a chemical bond or 
a divalent group; R* is (1) an optionally substituted amino 
group in which a nitrogen atom may form a quaternary ammonium, 
(2) an optionally substituted nitrogen-containing 
heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium, (3) a group 
20 binding through a sulfur atom or (4) a group of the formula: 

wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 ' and R' 1 are independently an 
optionally substituted hydrocarbon group, an optionally 
25 substituted hydroxy group or an optionally substituted amino 
group, and R' ' and R s 1 may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
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thereof, for the manufacture of a medicament for 
antagonizing MCP-1 receptor; 

(29) use of a compound of the above ( 1 ) or a salt thereof 
for the manufacture of a medicament for antagonizing MCP-1 
5 receptor; etc. 

In the above formula (I), examples of the "5- to 
6-membered ring" of the "optionally substituted 5- to 
6-membered ring" represented by R l include a 6-membered 
aromatic hydrocarbon such as benzene, etc.; a 5- to 6- 

10 member ed aliphatic hydrocarbon such as cyclopentane , 

cyclohexane, cyclopentene , cyclohexene, cyclopentanediene , 
cyclohexanediene , etc.; 5- to 6-membered aromatic 
heterocyclic ring containing 1 to 4 hetero- atoms consisting 
of 1 to 2 kinds of hetero-atoms selected from oxygen atom, 

15 sulfur atom and nitrogen atom such as furan, thiophene, 
pyrrole, imidazole, pyrazole, thiazole, oxazole, 
isothiazole, isoxazole, tetrazole, pyridine, pyrazine, 
pyrimidine, pyridazine, triazole, etc.; 5- to 6-membered 
non-aromatic heterocyclic ring containing 1 to 4 

20 hetero-atoms consisting of 1 to 2 kinds of hetero-atoms 
selected from oxygen atom, sulfur atom and nitrogen atom 
such as tetrahydrofuran, tetrahydrothiophene , dithiolane, 
oxathiolane , pyrrolidine , pyrroline , imidazolidine , 
imidazoline, pyrazolidine, pyrazoline, piperidine, 

25 piperazine, oxazine, oxadiazine, thiazine, thiadiazine, 
morpholine , thiomorpholine , pyran , tetrahydropyran , 
tetrahydrothiopyran, etc.; etc. Among others, benzene, 
furan, thiophene, pyridine, cyclopentane, cyclohexane, 
pyrrolidine, piperidine, piperazine, morpholine, 

30 thiomorpholine, tetrahydropyran (preferably, 6-membered 
ring), etc. are preferable, and in particular, benzene is 
preferable. 

Example of the "substituents" which the "5- to 6- 
membered ring" in the "optionally substituted 5- to 6- 
35 membered ring" represented by R 1 may have include halogen atom, 
nitro, cyano, an optionally substituted alkyl , an optionally 
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substituted cycloalkyl, an optionally substituted hydroxy 
group, an optionally substituted thiol group wherein a sulfur 
atom may be optionally oxidized to form a sulf inyl group or 
a sulfonyl group, an optionally substituted amino group, an 
5 optionally substituted acyl, an optionally esterified 

carboxyl group, an optionally substituted aromatic group, 
etc. 

Examples of the halogen as the substituents for R 1 
include fluorine, chlorine, bromine, iodine, etc. Among 
10 others, fluorine and chlorine are preferable. 

Examples of the alkyl in the optionally substituted 
alkyl as the substituents for R 1 include a straight or 
branched C^^ alkyl such as methyl, ethyl, propyl, isopropyl, 
butyl, isobutyl, sec-butyl, tert-butvl, Dentvl.. isonentvl . 
15 neopentyl, hexyl, heptyl, octyl, nonyl, decyl, etc., and 
preferably lower alkyl. 

Examples of the substituents in the optionally 
substituted alkyl include halogen (e.g. fluorine, chlorine, 
bromine, iodine, etc.), nitro, cyano, hydroxy group, thiol 
20 group, amino group, carboxyl group, an optionally 
halogenated Ci. 4 alkoxy (e.g. methoxy, ethbxy, 
trifluoromethoxy, trif luoroethoxy , etc. }, C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, etc.), d.< alkylsulf onyl (e.g. 
methanesulfonyl, ethanesulf onyl, etc.), etc., and the 
2 5 number of the substituents are preferably 1 to 3. 

Examples of the cycloalkyl in the optionally 
substituted cycloalkyl as the substituents for R 1 include 
C 3 ., cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cycloheptyl, etc. 
30 Examples of the substituents in the optionally 

substituted cycloalkyl include halogen (e.g. fluorine, 
chlorine, bromine, iodine, etc.), nitro, cyano, hydroxy 
group, thiol group, amino group, carboxyl group, an 
optionally halogenated d. 4 alkyl (e.g. trifluoromethyl, 
35 methyl, ethyl, etc.), an optionally halogenated d.< alkoxy 
(e.g. methoxy, ethoxy, trifluoromethoxy, trif luoroethoxy, 
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etc.), C 2 -4 alkanoyl (e.g. acetyl, propionyl, etc.), d.4 
alkylsulfonyl (e.g. methanesulf onyl, ethanesulf onyl , etc. ) , 
etc., and the number of the substituents are preferably 1 
to 3. 

5 Examples of the substituents in the optionally 

substituted hydroxy group as the substituents for R 1 include 

(1) an optionally substituted alkyl (e.g. d. 10 alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, tert -butyl, pentyl, isopentyl, neopentyl, hexyl, 

10 heptyl, octyl, nonyl, decyl, etc., preferably lower (Ci- 6 ) 
alkyl, etc. ) ; 

(2) an optionally substituted cycloalkyl (e.g. C 3 - 7 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 
cyclopentyl , cyclohexyl , cycloheptyl , etc . ) ; 

15 (3) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl, 3-hexenyl, etc., preferably 
lower ( C 2 -6 ) alkenyl , etc . ) ; 

(4) an optionally substituted cycloalkenyl (e.g. C 3 . 7 
cycloalkenyl , etc. such as 2-cyclopentenyl , 2-cyclohexenyl , 

20 2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc. ) ; 

(5) an optionally substituted aralkyl (e.g. phenyl-d.* alkyl 
(e.g. benzyl , phenethyl , etc . ) , etc . ) ; 

(6) an optionally substituted acyl (e.g. C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, butyryl, isobutyryl, etc.), C^ 4 

25 alkylsulfonyl (e.g. methanesulf onyl , ethanesulf onyl , etc. ) , 
etc. ) ; 

(7) an optionally substituted aryl (e.g. phenyl, naphthyl, 
etc. ) ; etc . 

Examples of the substituents which the above-mentioned 
30 (1) optionally substituted alkyl, (2) optionally 

substituted cycloalkyl, (3) optionally substituted alkenyl; 
(4) optionally substituted cycloalkenyl, (5) optionally 
substituted aralkyl, (6) optionally substituted acyl and 
(7) optionally substituted aryl may have include halogen 
35 (e.g. fluorine, chlorine, bromine, iodine, etc.), nitro, 
cyano, hydroxy group, thiol group, amino group, carboxyl 
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group, an optionally halogenated alkyl (e.g. 
trifluoromethyl, methyl, ethyl, etc.), an optionally 
halogenated d. 4 alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trif luoroethoxy , etc. ) , C 2 .< alkanoyl (e.g. 
5 acetyl, propionyl, etc.), d. 4 alkylsulf onyl (e.g. 

methanesulfonyl, ethanesulf onyl, etc.), etc., and the 
number of the substituents are preferably 1 to 3. 

Examples of the substituents in the optionally 
substituted thiol group as the substituents for R 1 are similar 
10 to the above -described substituents in the optionally 

substituted hydroxy group as the substituents for R 1 , and 
among others, 

(1) an optionally substituted alkyl (e.g. d. 10 alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 

15 sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl, decyl, etc., preferably lower (C x . 6 ) 
alkyl, etc.); 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

20 cyclopentyl, cyclohexyl, cycloheptyl, etc.); 

(3) an optionally substituted aralkyl (e.g. phenyl-d-, alkyl 
(e.g. benzyl, phenethyl, etc.), etc.); 

(4) an optionally substituted aryl (e.g. phenyl, naphthyl, 
etc.); etc. are preferable. 

25 Examples of the substituents which the above-mentioned 

(1) optionally substituted alkyl, (2) optionally 
substituted cycloalkyl, (3) optionally substituted aralkyl 
and ( 4 ) optionally substituted aryl may have include halogen 
(e.g. fluorine, chlorine, bromine, iodine, etc.), nitro, 

30 cyano, hydroxy group, thiol group, amino group, carboxyl 
group, an optionally halogenated Ci-« alkyl (e.g. 
trifluoromethyl, methyl, ethyl, etc.), an optionally 
halogenated C x . 4 alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trif luoroethoxy, etc. ), C 2 . 4 alkanoyl (e.g. 

15 acetyl, propionyl, etc.), d. 4 alkylsulf onyl (e.g. 

methanesulfonyl, ethanesulf onyl, etc.), etc., and the 
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number of the substituents are preferably 1 to 3. 

Examples of the substituents in the optionally 
substituted amino group as the substituents for R 1 are similar 
to the above- described substituents in the optionally 
5 substituted hydroxy group as the substituents for R l , and 
examples of the optionally substituted amino group as the 
substituents for R 1 include an amino group which may have one 
to two substituents selected from the above-described 
substituents in the optionally substituted hydroxy group as 
10 the substituents for R 1 , etc. Among others, as the 

substituents in the optionally substituted amino group as 
the substituents for R 1 , 

(1) an optionally substituted alkyl (e.g. Ci-io alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 

15 sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl, decyl, etc., preferably lower (Cm) 
alkyl, etc. ) ; 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

20 cyclopentyl, cyclohexyl, cycloheptyl, etc.); 

( 3 ) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl, 3-hexenyl, etc., preferably 
lower (C 2 . 6 ) alkenyl, etc.); 

(4) an optionally substituted cycloalkenyl (e.g. C 3 . 7 

25 cycloalkenyl, etc. such as 2-cyclopentenyl , 2-cyclohexenyl , 
2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc. ) ; 

(5) an optionally substituted acyl (e.g. C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, butyryl, isobutyryl, etc.), C^ A 
alkylsulf onyl (e.g. methanesulf onyl, ethanesulf onyl , etc. ) , 

30 etc.); 

(6) an optionally substituted aryl (e.g. phenyl, naphthyl, 
etc.); etc. are preferable. 

Examples of the substituents, which each of the 
above -described (1) optionally substituted alkyl, (2) 
35 optionally substituted cycloalkyl, (3) optionally 
substituted alkenyl, (4) optionally substituted 
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cycloalkenyl , (5) optionally substituted acyl and (6) 
optionally substituted aryl may have, include halogen (e.g. 
fluorine, chlorine, bromine, iodine, etc.). nitro, cyano, 
hydroxy group, thiol group, amino group, carboxyl group, 
5 an optionally halogenated C,., alkyl (e.g. trif luoromethyl, 
methyl, ethyl, etc.), an optionally halogenated C,. 4 alkoxy 
.- (e.g. methoxy, ethoxy, trifluoromethoxy, trif luoroethoxy, 
etc.), C 2 .« alkanoyl (e.g. acetyl, propionyl, etc.), C,., 
alkylsulfonyl (e.g. methanesulf onyl , ethanesulf onyl , etc. ) , 
10 etc., and the number of the substituents are preferably 1 
to 3. 

The substituents in the optionally substituted amino 
group as the substituents for R l may bind to each other to 
form a cyclic amino group (e.g. 5- to 6-membered cyclic amino.. 

15 etc. such as tetrahydropyrrole, piperazine, piperidine, 
morpholine, thiomorpholine , pyrrole, imidazole, etc.). 
Said cyclic amino group may have a substituent , and examples 
of the substituents include halogen (e.g. fluorine, chlorine, 
bromine, iodine, etc.), nitro, cyano, hydroxy group, thiol 

20 group, amino group, carboxyl group, an optionally 

halogenated C,., alkyl (e.g. trif luoromethyl , methyl, ethyl, 
etc.), an optionally halogenated c,., alkoxy (e.g. methoxy, 
ethoxy, trifluoromethoxy, trif luoroethoxy, etc.), C 2 ., 
alkanoyl (e.g. acetyl, propionyl, etc.), d., alkylsulfonyl 

25 (e.g. methanesulf onyl, ethanesulf onyl, etc. ) , etc. , and the 
number of the substituents are preferably 1 to 3. 

Examples of the optionally substituted acyl as the 
substituents for R 1 include a carbonyl group or a sulfonyl 
group binding to 

30 (1) hydrogen; 

(2) an optionally substituted alkyl (e.g. c,.„ alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, tert-butyl, pentyl. isopentyl. neopentyl, hexyl, 
heptyl. octyl, nonyl, decyl, etc.. preferably lower (c,..) 

35 alkyl. etc.); 

(3) an optionally substituted cycloalkyl (e.g. C,., 
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cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 
cyclopentyl , cyclohexyl , cycloheptyl , etc . ) ; 

(4) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl, 3-hexenyl, etc., preferably 

5 lower (C 2 -*) alkenyl, etc.); 

(5) an optionally substituted cycloalkenyl (e.g. C 3 . 7 
cycloalkenyl, etc. such as 2-cyclopentenyl, 2-cyclohexenyl , 
2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc. ) ; 

(6) an optionally substituted 5- to 6-membered monocyclic 
10 aromatic group (e.g. phenyl, pyridyl, etc.); etc. 

Examples of the acyl include acetyl, propionyl, butyryl, 
isobutyryl, valeryl, isovaleryl, pivaloyl, hexanoyl, 
heptanoyl , octanoyl , cyclobutanecarbonyl , 
cyclopentanecarbonyl , cyclohexanecarbonyl , 

15 cycloheptanecarbonyl , crotonyl, 2-cyclohexenecarbonyl , 

benzoyl, nicotinoyl, methanesulf onyl , ethanesulf onyl , etc. 

Examples of the substituents , which the above- 
mentioned (2) optionally substituted alkyl, (3) optionally 
substituted cycloalkyl , (4) optionally substituted alkenyl , 

20 (5) optionally substituted cycloalkenyl and (6) optionally 
substituted 5- to 6-membered monocyclic aromatic group may 
have, include halogen (e.g. fluorine, chlorine, bromine, 
iodine, etc.), nitro, cyano, hydroxy group, thiol group, 
amino group, carboxyl group, an optionally halogenated Ci- 4 

25 alkyl (e.g. trif luoromethyl , methyl, ethyl, etc.), an 

optionally halogenated C1.4 alkoxy (e.g. methoxy, ethoxy, 
trif luoromethoxy , trif luoroethoxy , etc. ) , C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, etc.), d- 4 alkylsulf onyl (e.g. 
methanesulf onyl, ethanesulf onyl , etc.), etc., and the 

30 number of the substituents are preferably 1 to 3 . 

Examples of the optionally esterified carboxyl group 
as the substituents for R 1 include a carbonyloxy group 
binding to 
( 1 ) hydrogen ; 

35 (2) an optionally substituted alkyl (e.g. d-jo alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl. 
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sec-butyl, tert-butyl, pentyl, isopentyl. neopentyl, hexyl. 
heptyl. octyl. nonyl, decyl, etc., preferably lower (C,..) 
alkyl , etc . ) ; 

(3) an optionally substituted cycloalkyl (e.g. C,., 
5 cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

cyclopentyl . cyclohexyl , cycloheptyl , etc . ) ; 

(4) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl. 3-hexenyl, etc., preferably 
lower (C 2 . t ) alkenyl, etc.); 

10 (5) an optionally substituted cycloalkenyl (e.g. C 3 . 7 

cycloalkenyl, etc. such as 2-cyclopentenyl, 2-cyclohexenyl , 
2-cyclopentenylmethyl, 2-cyclohexenylmethyl, etc.); 
(6) an optionally substituted aryl (e.g. phenyl, naphthyl, 
etc.); etc., and preferably carboxyl, lower (C s . s ) 
alkoxycarbonyl, aryloxycarbonyl (e.g. methoxycarbonyl , 
ethoxycarbonyl, propoxycarbonyl . phenoxycarbonyl , 
naphthoxycarbonyl , etc.), etc. 

Examples of the substituents, which the above- 
mentioned (2) optionally substituted alkyl, (3) optionally 
substituted cycloalkyl, (4) optionally substituted alkenyl, 
(5) optionally substituted cycloalkenyl and (6) optionally 
substituted aryl may have, include halogen (e.g. fluorine, 
chlorine, bromine, iodine, etc.), nitro, cyano, hydroxy' 
group, thiol group, amino group, carboxyl group, an 
optionally halogenated C,. 4 alkyl (e.g. trif luoromethyl . 
methyl, ethyl, etc.), an optionally halogenated C M alkoxy 
(e.g. methoxy, ethoxy. trif luoromethoxy, trifluoroethoxy , 
etc.), C 2 ., alkanoyl (e.g. acetyl, propionyl, etc.), c,.« 
alkylsulfonyl (e.g. methanesulf onyl , ethanesulf onyl, etc. ) , 
etc., and the number of the substituents are preferably 1 
to 3. 

Examples of the aromatic group in the optionally 
substituted aromatic group as the substituents for R 1 include 
5- to 6-membered homocyclic or heterocyclic ring aromatic 
ring, etc. such as phenyl, pyridyl. furyl, thienyl. pyrrolyl. 
imidazolyl, pyrazolyl. thiazolyl, oxazolyl, isothiazolyl ,' 
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isoxazolyl, tetrazolyl, pyrazinyl, pyrimidinyl , 
pyridazinyl, triazolyl, etc. 

Examples of the substituents for these aromatic group 
include halogen (e.g. fluorine, chlorine, bromine, iodine, 
5 etc.), nitro, cyano , hydroxy group , thiol group, amino group, 
carboxyl group, an optionally halogenated d- 4 alkyl (e.g. 
trif luoromethyl , methyl, ethyl, etc.), an optionally 
halogenated Ci- 4 alkoxy (e.g. methoxy, ethoxy, 
trif luoromethoxy , trif luoroethoxy , etc. ) , C 2 . 4 alkanoyl (e.g. 

10 acetyl, propionyl, etc.), Ci- 4 alkylsulf onyl (e.g. 

methanesulf onyl , ethanesulf onyl , etc.), etc., and the 
number of the substituents are preferably 1 to 3 . 

The number of the above-mentioned substituents for R 1 
is 1-4 (preferably 1-2) and they may be same or different 

15 and present at any possible position on the ring represented 
by R 1 . When two or more substituents are present on the 5- 
to 6-membered ring in the "an optionally substituted 5- to 
6-membered ring" represented by R 1 , two substituents among 
them may bind to each other to form a lower (Ci- 6 ) alkylene 

20 (e.g. trimethylene , tetramethylene , etc.), a lower (Ci- 6 ) 
alkyleneoxy (e.g. -CH 2 -0-CH 2 -, -0-CH 2 -CH 2 -, etc.), a lower 
(Ci-6) alkylenedioxy (e.g. -0-CH 2 -0- , -0-CH 2 -CH 2 -0- , etc.), 
a lower (C 2 . 6 ) alkenylene (e.g. -CH 2 -CH=CH- , -CH 2 -CH 2 -CH=CH- , 
-CH 2 -CH=CH-CH 2 - , etc.), a lower (C 4 , 6 ) alkadienylene (e.g. 

25 -CH=CH-CH=CH- , etc.), etc. 

Preferred examples of the "substituents", which the 
"5- to 6-membered ring" in the "an optionally substituted 
5- to 6-membered ring" represented by R 1 may have, include 
an optionally halogenated lower (Ci- 4 ) alkyl (e.g. methyl, 

30 ethyl, t-butyl, trif luoromethyl , etc.), an optionally 

halogenated lower (d. 4 ) alkoxy (e.g. methoxy, ethoxy, t- 
butoxy, trif luoromethoxy , etc.), halogen (e.g. fluorine, 
chlorine, etc.), nitro, cyano, an amino group optionally 
substituted with 1-2 lower (Ci- 4 ) alkyl groups (e.g. amino, 

35 methylamino , dimethylamino , etc.), 5- to 6-membered cyclic 
amino (e.g. 1-pyrrolidinyl , 1-piperazinyl, 1-piperidinyl, 
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4- morpholino, 4-thiomorpholin, 1-imidazolyl, 4- 
tetrahydropyranyl. etc.), etc.. and when R 1 is a benzene, 
the "substituent" is preferably present at para position. 

In the above formula (I), examples of the "5- to 
6-membered aromatic ring" in the "optionally substituted 

5- to 6 -membered aromatic ring" represented by A include 

6- membered aromatic hydrocarbon such as benzene, etc.; 5- 
to 6-membered aromatic heterocyclic ring containing 1 to 
3 hetero-atoms consisting of 1 to 2 kinds of hetero-atoms 
selected from oxygen atom, sulfur atom and nitrogen atom 
such as furan, thiophene. pyrrole, imidazole, pyrazole, 
thiazole, oxazole, isothiazole, isoxazole, pyridine, 
pyrazine, pyrimidine, pyridazine. triazole, etc.; etc. 
Among others, benzene, furan, thiophene, pyridine 
(preferably, 6-membered ring) etc. are preferable, and in 
particular benzene is preferable. 

Examples of the "substituents" , which the "5- to 
6-membered aromatic ring" in the "optionally substituted 
5- to 6-membered aromatic ring" represented by A may have, 
are similar to the "substituents" which the "5- to 6-membered 
ring" in the "optionally substituted 5- to 6-membered ring" 
represented by R 1 may have . The number of said substituents 
for the ring A is 1-4 (preferably 1-2) , and they may be same 
or different and present at any possible position (e.g. the 
position of the group X and the other positions) on the ring 
represented by A. 

_ln the above formula (I). a group of the formula: 




or 




represented by W 



30 



binds to adjacent groups in the following 



0 




manner : 
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In the above formula (I), examples of the "5- to 
7-membered ring" in the "optionally substituted 5- to 
7-membered ring" represented by B include a 5- to 7-membered 
ring group of the formula: 



position, etc. 

In the above formula, the divalent group represented 
by Y may be any divalent group as far as the ring B forms 
an optionally substituted 5- to 7-membered ring, and 
10 preferred examples of the divalent groups include 

(1) - (CH 2 ) al -0- (CH 2 ) e2 - (a! and a 2 are same or different and 
0, 1 or 2, provided that the sum of a! and a 2 is 2 or less) , 
-O- ( CH=CH ) - , - ( CH=CH ) -O- ; 

(2) - (CH 2 ) bl -S- (CH 2 ) b2 - (bi and b 2 are same or different and 
15 0, 1 or 2, provided that the sum of h l and b 2 is 2 or less) , 

-S- (CH=CH) - , -(CH=CH)-S- ; 

(3) -(CH 2 ) dl - (di is 1, 2 or 3), -CH 2 - ( CH=CH ) - , 
- ( CH=CH ) -CH 2 - , -CH=CH- ; 

(4) - (CH 2 )ei-NH- (CH 2 ) e2 - (e^ and e 2 are same or different and 
20 0, 1 or 2, provided that the sum of e a and e 2 is 2 or less) , 

-NH-(CH=CH)-, -(CH=CH)-NH-, - ( CH 2 ) e «- ( N=CH ) - ( CH 2 ) c7 - , 
-(CH 2 )e 7 -(CH=N)-(CH 2 )e6- (one of e 6 and e 7 is 0, and the other 
is 1), -(CH 2 )o8-(N=N)-(CH 2 ).9- (one of e 8 and e 9 is 0, and the 
other is 1); etc. More preferred examples of the divalent 

25 groups include -0-, -0-CH 2 - , -0-CH 2 -CH 2 -, -0-CH=CH- , -S- , 
-S-CH 2 -, -S-CH 2 -CH 2 -, -S-CH=CH-, -CH 2 - , -(CH 2 ) 2 -, -(CH 2 ) 3 -, 
-CH=CH- , -CH=CH-CH 2 - , -CH 2 -CH=CH- . -NH- , -N=CH- , -CH=N- , 
-N=N- (in which each of the above formulas represent that 
it binds to the ring A through its left chemical bond) , etc, 

30 The divalent group may have a substituent. Examples 

of the substituent include those for the "5- to 6-membered 
ring" in the "optionally substituted 5- to 6-membered ring" 
represented by R 1 and an oxo group, etc. Among others, a 
lower (Ci.j) alkyl (e.g. methyl, ethyl, propyl, etc.), a 



5 




, which may have a substituent at any possible 
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phenyl group, an oxo group, a hydroxy group, etc. are 
preferable. In addition, the divalent group may be -O-C(O) - 
(in which each of the above formulas represent that it binds 
to the ring A through its left chemical bond), etc. 
5 The number of the substituents are preferably 1 to 4 

(preferably, 1-2), and they may be same or different and 
bind to the divalent group at any possible position. 

As the divalent group represented by Y, a group of the 
formula: -Y'-(CH 2 )„- (Y' is -S-. -0-, -NH- or -CH 2 -, and m 
10 is an integer of 0-2), -CH=CH-, -N=CH-, -(CH 2 ) B -Y'- (Y- is 
-S-, -0-, -NH- or -CH 2 -, and m is an integer of 0-2), 
-CH=N- (in which each of the above formulas represent that 
it binds to the ring A through its left chemical bond) , etc. 
is preferable. Among others, a group of the formula: 
15 -Y'-(CH 2 )„- (Y- is-S-, -0-, -NH-or-CH 2 -, and m is an integer 
of 0-2), -CH-CH-, -N=CH- ( in which each of the above formulas 
represent that it binds to the ring A through its left 
chemical bond), etc. is preferable. In particular, Y is 
preferably a group of the formula: -Y'-(CH 2 ) 2 - (Y' is -S-, 
20 -o-, -NH- or -CH 2 - (preferably -S-, -0- or -CH 2 - , more 

preferably -o- or -CH 2 -) ) in which the formula binds to the 
ring A through its left chemical bond, etc.; and the ring 
B is preferably a 7-membered ring. As the divalent group 
represented by Y, a group of the formula: -(CH 2 ) 2 -, -(CH 2 ) 3 - 
25 or -0-(CH 2 ) 2 - is preferable. 

Examples of the "substituents", which the "5- to 
7-membered ring" in the "optionally substituted 5- to 
7-membered ring" represented by B may have, include those 
for the "5- to 6-membered ring" in the "optionally 
substituted 5- to 6-membered ring" represented by R 1 and an 
oxo group, etc. The number of the substituents are 
preferably l to 4 (preferably, 1-2), and they may be same 
or different and bind to the divalent group at any possible 
position. 

35 In a group of the formula: 



30 
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represented by W, a carbon atom at the position a is 
preferably unsubstituted. 

In the above formula ( I ) , examples of the divalent group 
5 represented by Z include an optionally substituted divalent 
group whose straight chain is constituted by 1 to 4 carbon 
atoms (e.g. C 1-4 alkylene, C 2 _ 4 alkenylene, etc., preferably 
C x _ 3 alkylene, more preferably methylene), etc. The group 
Z may be bound to any possible position of the benzene ring, 
10 and preferably to para position of the benzene ring. 

The divalent group represented by Z may be any divalent 
group whose straight chain is constituted by 1 to 4 atoms 
and exemplified by an alkylene chain of the formula: 
"( CH 2 )ki" is an integer of 1-4), an alkenylene chain of 
15 the formula: - (CH 2 ) k2 - (CH=CH) - (CH 2 ) K3 - (k 2 and k 3 are same or 
different and 0, 1 or 2, provided that the sum of k 2 and k 3 
is 2 or less), etc. 

Examples of the substituent for the divalent group 
represented by Z include any one which is capable of binding 
20 to the straight chain of the divalent group, and preferably 
lower alkyl (e.g. methyl ethyl , propyl, isopropyl, 
butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopentyl, 
neopentyl, hexyl, etc.), lower (C 3 . 7 ) cycloalkyl (e.g. 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
25 cycloheptyl, etc.), an optionally esterified phosphono 
group, an optionally esterified carboxyl group, hydroxy 
group, oxo, etc., and more preferably lower alkyl 

(preferably Cio alkyl), hydroxy group, oxo, etc. 

Examples of the optionally esterified phosphono group 
30 include a group of the formula: P(O) (OR 7 ) (OR*) wherein R 7 and 
R B are independently hydrogen, a C 1-6 alkyl group or a C 3 . 7 
cycloalkyl group, and R 7 and R B may bind to each other to 
form a 5- to 7-membered ring. 

In the above formula, examples of the alkyl group 
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represented by R 7 and R 8 include methyl, ethyl, propyl, 
isopropyl, butyl, isobutyl, sec -butyl, tert -butyl, pentyl, 
isopentyl, neopentyl, hexyl, etc., and examples of the C 3 . 7 
cycloalkyl include cyclopropyl, cyclobutyl, cyclopentyl, 
5 cyclohexyl, cycloheptyl, etc. Among other, a straight 
lower alkyl is preferable and lower alkyl is more 
preferable. The groups R 7 and R B may be same or different, 
and preferably the groups R 7 and R B are same. When R 7 and 
R 8 may bind to each other to form a 5- to 7-membered ring, 
10 the groups R 7 and R 8 bind to each other to represent a straight 
C 2 .< alkylene chain of the formula: -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 4 -, 
etc. Said chain may have a substituent, and examples of the 
substituent include hydroxy group, halogen, etc. 

Examples of the optionally esterified carboxyl group 
15 include a carboxyl group and an ester group formed by binding 
a carboxyl group to a alkyl group or a C 3 . 7 cycloalkyl 
group (e.g. methoxycarbonyl , ethoxycarbonyl, 
propoxycarbonyl , isopropoxycarbonyl , butoxycarbonyl, 
isobutoxycarbonyl , sec-butoxycarbonyl , tert -butoxy- 
20 carbonyl, pentyloxycarbonyl , hexyloxycarbonyl, etc.). 

As the divalent group represented by Z , an optionally 
substituted d. 3 alkylene is preferable, and d. 3 alkylene 
which may be substituted by C 10 alkyl, hydroxy group or oxo 
is more preferable. 
25 Among others, as the divalent group represented by Z, 

a group of the formula: -Z*-(CH 2 ) n - or -(CH 2 ) n -Z'- (Z' is 
-CH(OH)-, -C(O)- or -CH 2 - , and n is an integer of 0-2) in 
which each of the above formulas represent that it binds 
to the benzene ring through its left chemical bond and each 
30 of the methylene groups may be substituted by 1-2 same or 
different substituents is preferable, a group of the 
formula: -Z'-(CH 2 ) n - (Z f is -CH(OH)-, -C(O)- or -CH,-, and 
n is an integer of 0-2 (preferably, n is 0)) in which the 
formula binds to the benzene ring through its left chemical 
35 bond and each of the methylene groups may be substituted 
by 1-2 same or different substituents is more preferable, 
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and methylene is particularly preferable. 

In the above-mentioned formula (I), examples of the 
"amino group" in the "optionally substituted amino group 
in which a nitrogen atom may form a quaternary ammonium" 
5 represented by R 2 include an amino group which may have 1-2 
substituents , an amino group having 3 substituents wherein 
the nitrogen atom forms a quaternary ammonium, etc. When 
the number of the substituents on the nitrogen atom is 2 
or more, these substituents may be same or different. When 

10 the total number of the substituents and hydrogen atoms on 
the nitrogen atom is 3 # the "amino group" represented by 
R 2 may be any type of an amino group represented by the 
formula: -N*R 3 , -N + R 2 R 1 or -N*RR 1 R 1 1 (R, R' and R 1 1 are 
independently a hydrogen atom or a substituent) . Examples 

15 of the counter anion of the amino group wherein the nitrogen 
atom forms a quaternary ammonium include an anion of a 
halogen atom (e.g. CI* , Br" , I" , etc . ) , etc . , and also an anion 
derived from an inorganic acid such as hydrochloric acid, 
hydrobromic acid, nitric acid, sulfuric acid, phosphoric 

20 acid, etc.; an anion derived from an organic acid such as 
formic acid, acetic acid, trif luoroacetic acid, fumaric acid, 
oxalic acid, tartaric acid, maleic acid, citric acid, 
succinic acid, malic acid, methanesulf onic acid, 
benzenesulf onic acid, p- toluenesulf onic acid, etc.; an 

25 anion derived from an acidic amino acid such as aspartic 
acid, glutamic acid, etc.; etc. Among others, CI", Br", I", 
etc. are preferable. 

Examples of the substituents for said amino group 
include 

30 (1) an optionally substituted alkyl (e.g. Ci-m alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl, decyl, etc., preferably lower (d- 6 ) 
alkyl , etc. ) ; 

35 (2) an optionally substituted cycloalkyl (e.g. C 3 .e 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 
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15 



cyclopentyl, cyclohexyl. cycloheptyl, cyclooctyl, etc.), 
provided that 

(2-1) said cycloalkyl may contain one hetero-atom selected 
from a sulfur atom, an oxygen atom and a nitrogen atom to 
form oxirane, thiorane, aziridine, tetrahydrof uran , 
tetrahydrothiophene, pyrrolidine, tetrahydropyran, 
tetrahydrothiopyran, tetrahydrothiopyran 1-oxide, 
piperidine, etc. (preferably, 6-membered ring such as 
tetrahydropyran. tetrahydrothiopyran, piperidine, etc.) 
and these groups preferably bind to the amino group at their 
3- or 4-position (preferably, 4-position), that 
(2-2) said cycloalkyl may be fused" with a benzene ring to 
form indane, tetrahydronaphthalene, etc. (preferably, 
indane , etc . ) , and that 

(2-3) said cycloalkyl may have a bridging comprising a 
straight chain constituted by 1-2 carbon atoms to form a 
bridged hydrocarbon residue such as bicyclo[2 .2. l]heptyl, 
bicyclo[2.2.2]octyl, bicyclo [ 3 . 2 . 1 ] octyl . 
bicyclo[3.2.2)nonyl, etc.. preferably, a cyclohexyl group, 
etc. having a bridging comprising a straight chain 
constituted by 1-2 carbon atoms, and more preferably 
bicyclo[2.2.1]heptyl, etc.; 

( 3 ) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl. crotyl, 2-pentenyl , 3-hexenyl , etc., preferably 

25 lower ( C s . { ) alkenyl . etc.); 

(4) an optionally substituted cycloalkenyl (e.g. C,., 
cycloalkenyl. etc. such as 2-cyclopentenyl, 2-cyclohexenyl, 
2-cyclopentenylmethyl, 2-cyclohexenylmethyl, etc.); 

(5) an optionally substituted aralkyl (e.g. phenyl -cj alky 1 
(e.g. benzyl, phenethyl, etc.), etc.); 

(6) an optionally substituted acyl (e.g. C,. t alkanoyl (e.g. 
acetyl, propionyl, butyryl, isobutyryl, etc.), 
alkylsulfonyl (e.g. methanesulfonyl, ethanesulfonyV etc ) 
etc.); 



20 



30 



35 



(7) an optionally substituted aryl (e.g. phenyl, naphthyl. 
etc.); 
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(8) an optionally substituted heterocyclic ring group (e.g. 
5- to 6-membered aromatic heterocyclic ring containing 1 
to 4 hetero-atoms consisting of 1 to 2 kinds of hetero- 
atoms selected from oxygen atom, sulfur atom and nitrogen 
5 atom such as furan , thiophene, pyrrole, imidazole, pyrazole, 
thiazole, oxazole, isothiazole, isoxazole, tetrazole, 
pyridine, pyrazine, pyrimidine , pyridazine, triazole, 
etc.; 5- to 6-membered non-aromatic heterocyclic ring 
containing 1 to 4 hetero-atoms consisting of 1 to 2 kinds 

10 of hetero-atoms selected from oxygen atom, sulfur atom and 
nitrogen atom such as tetrahydrof uran , tetrahydrothiophene , 
dithiolane, oxathiolane, pyrrolidine, pyrroline, 
imidazolidine , imidazoline , pyrazolidine , pyrazoline , 
piperidine , piperazine , oxazine , oxadiazine , thiazine , 

15 thiadiazine, morpholine, thiomorpholine , pyran, 

tetrahydropyran, etc.; etc.; preferably 5- to 6-membered 
non-aromatic heterocyclic ring, etc.; more preferably 5- 
to 6-membered non-aromatic heterocyclic ring containing one 
hetero-atom, etc. such as tetrahydrof uran , piperidine, 

20 tetrahydropyran, tetrahydrothiopyran , etc.); etc. 

Examples of the substituents , which the above- 
mentioned (1) optionally substituted alkyl, (2) optionally 
substituted cycloalkyl , ( 3 ) optionally substituted alkenyl , 
(4) optionally substituted cycloalkenyl , (5) optionally 

25 substituted aralkyl, (6) optionally substituted acyl, (7) 
optionally substituted aryl and (8) optionally substituted 
heterocyclic ring group may have, include halogen (e.g. 
fluorine, chlorine, bromine, iodine, etc.), an optionally 
halogenated lower (d. 4 ) alkyl, an optionally halogenated Ci- 4 

30 alkoxy (e.g. methoxy, ethoxy, trif luoromethoxy , 

trif luoroethoxy , etc.), Cx. 4 alkylenedioxy (e.g. -0-CH 2 -0- , 
-0-CH 2 -CH 2 -0- , etc. ) , C 2 . 4 alkanoyl (e.g. acetyl, propionyl, 
etc.), Ci-4 alkylsulf onyl (e.g. methanesulf onyl , 
ethanesulf onyl, etc.), phenyl-lower (d. 4 ) alkyl, C 3 . 7 

35 cycloalkyl, cyano, nitro, hydroxy group, thiol group, amino 
group, carboxyl group, lower (Ci- 4 ) alkoxy- carbonyl 
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(preferably, halogen, an optionally halogenated lower (Ci-J 
alkyl, an optionally halogenated lower (C,. 4 ) alkoxy, 
phenyl -lower alkyl, C 3 . 7 cycloalkyl, cyano, hydroxy 

group, etc.), etc., and the number of the substituents are 
5 preferably 1 to 3. 

In the above formula (I), preferred examples of the 
"optionally substituted amino group in which a nitrogen atom 
may form a quaternary ammonium" represented by R 2 include 
an amino group which may have 1-3 substituents selected from 
10 (1) a straight or branched lower (C^) alkyl which may have 
1 to 3 substituents selected from halogen, cyano, hydroxy 
group or C 3 . 7 cycloalkyl; 

(2) a C 5 -e cycloalkyl which may have 1 to 3 substituents 
selected from halogen, an optionallv hal nn^nai-** inwor rr. a 

15 alkyl or phenyl- lower (d..) alkyl. which may contain one 
hetero-atom selected from a sulfur atom, an oxygen atom and 
a nitrogen atom,. which may be fused with a benzene ring, 
and which may have a bridging comprising a straight chain 
constituted by 1-2 carbon atoms (e.g. cyclopentyl, 

20 cyclohexyl, cycloheptyl, cyclooctyl, tetrahydropyranyl, 
tetrahydrothiapyranyl. piperidinyl. indanyl, 
tetrahydronaphthalenyl, bicyclo[2.2.1]heptyl. etc., each 
of which may be substituted); 

(3) a phenyl-lower (C,. 4 ) alkyl which may have 1 to 3 
25 substituents selected from halogen, an optionally 

halogenated lower (C,. 4 ) alkyl or an optionally halogenated 
lower (C,.,) alkoxy; 

(4) a phenyl which may have 1 to 3 substituents selected 
from halogen, an optionally halogenated lower (C,.,) alkyl 

30 or an optionally halogenated lower (C,. 4 ) alkoxy; and 

(5) a 5- to 6 -membered aromatic heterocyclic ring (e.g. furan, 
thiophene. pyrrole, pyridine, etc.) which may have 1 to 3 
substituents selected from halogen, an optionally 
halogenated lower (C,.,) alkyl. an optionally halogenated 

35 lower (C,. 4 ) alkoxy, an optionally halogenated lower (d.J 
alkoxy-lower (C,.«) alkoxy. phenyl-lower (c,.,J alkyl, cyano 
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or hydroxy group. 

In the above formula (I), examples of the "nitrogen- 
containing heterocyclic ring" in the "optionally 
substituted nitrogen-containing heterocyclic ring group 
5 which may contain a sulfur atom or an oxygen atom as ring 
constituting atoms and wherein a nitrogen atom may form a 
quaternary ammonium" include a 5- to 6-membered aromatic 
heterocyclic ring which may contain 1 to 3 hetero-atoms 
consisting of 1 to 2 kinds of hetero-atoms selected from 

10 an oxygen atom, a sulfur atom and a nitrogen atom other than 
one nitrogen atom such as pyrrole, imidazole, pyrazole, 
thiazole, oxazole, isothiazole, isoxazole, tetrazole, 
pyridine, pyrazine, pyrimidine, pyridazine, triazole, 
etc. ; 5-8 membered non-aromatic heterocyclic ring which may 

15 contain 1 to 3 hetero-atoms consisting of 1 to 2 kinds of 
hetero-atoms selected from an oxygen, atom, a sulfur atom 
and a nitrogen atom other than one nitrogen atom such as 
pyrrolidine, pyrroline, imidazolidine , imidazoline, 
pyrazolidine, pyrazoline, piperidine, piperazine, oxazine, 

20 oxadiazine, thiazine, thiadiazine, morpholine, thio- 

morpholine, azacycloheptane , azacyclooctane (azocane) , 
etc.; etc. These nitrogen-containing heterocyclic rings 
may have a bridging comprising a straight chain constituted 
by 1-2 carbon atoms to form a bridged nitrogen-containing 

2 5 heterocyclic ring azabicyclo [ 2 . 2 . 1 ] heptane , 

azabicyclo[2.2.2]octane (quinuclidine) , etc. (preferably, 
piperidine having a bridging comprising a straight chain 
constituted by 1-2 carbon atoms, etc.). 

Among the above-exemplified nitrogen-containing 

30 heterocyclic rings, pyridine, imidazole, pyrrolidine, 
piperidine, piperazine, morpholine, thiomorpholine , 
azabicyclo[2.2.2]octane (preferably, a 6-membered ring) 
are preferable. 

The nitrogen atom of said "nitrogen-containing 

35 heterocyclic ring" may form a quaternary ammonium or may 
be oxidized. When the nitrogen atom of said "nitrogen- 
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containing heterocyclic ring" forms a quaternary ammonium, 
examples of the counter anion of the "nitrogen-containing 
heterocyclic ring wherein the nitrogen atom forms a 
quaternary ammonium" include an anion of a halogen atom (e.g. 
5 CI , Br", I*, etc. ), etc. , and also an anion derived from an 
inorganic acid such as hydrochloric acid, hydrobromic acid, 
nitric acid, sulfuric acid, phosphoric acid, etc. ; an anion 
derived from an organic acid such as formic acid, acetic 
acid, trifluoroacetic acid, fumaric acid, oxalic acid, 
10 tartaric acid, maleic acid, citric acid, succinic acid, 
malic acid, methanesulf onic acid, benzenesulf onic acid, 
p-toluenesulfonic acid, etc.; an anion derived from an 
acidic amino acid such as aspartic acid, glutamic acid, etc. ; 
etc. Among others. CI", Br", I\ etc. are preferable. 
15 Said "nitrogen-containing heterocyclic ring" may bind 

to the divalent group represented by Z through either a 
carbon atom or a nitrogen atom, and may be 2-pyridyl, 
3-pyridyl, 2-piperidinyl , etc. which binds to the divalent 
group represented by Z through a carbon atoms. Preferably, 
20 the "nitrogen-containing heterocyclic ring" binds to the 
divalent group represented by z through a nitrogen atom, 
as exemplified by the following formulas: 
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— Z — N N — Z — N 0 — Z — N S 




Examples of the substituents , which said "nitrogen 
containing heterocyclic ring" may have, include halogen (e.g. 
fluorine, chlorine, bromine, iodine, etc.), an optionally 
5 substituted lower (C^) alkyl, an optionally substituted 
lower (d.4) alkoxy, an optionally substituted phenyl, an 
optionally substituted mono-* or di-phenyl-lower (Ci-J alkyl, 
an optionally substituted C 3 . 7 cycloalkyl, cyano, nitro, 
hydroxy group, thiol group, amino group, carboxyl group, 

10 lower (d. 4 ) alkoxy- carbonyl, lower (C 2 . 4 ) alkanoyl, lower 
(C a . 4 ) alkylsulfonyl, an optionally substituted heterocyclic 
ring group (e.g. 5- to 6-membered aromatic heterocyclic ring 
containing 1 to 4 hetero-atoms consisting of 1 to 2 kinds 
of hetero-atoms selected from an oxygen atom, a sulfur atom 

15 and a nitrogen atom such as furan, thiophene, pyrrole. 
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imidazole, pyrazole, thiazole, oxazole. isothiazole, 
isoxazole, tetrazole, pyridine, pyrazine, pyrimidine, 
pyridazine, triazole, etc.; 5- to 6 -membered non- aromatic 
heterocyclic ring containing 1 to 4 hetero-atoms consisting 
5 of 1 to 2 kinds of hetero-atoms selected from an oxygen atom, 
a sulfur atom and a nitrogen atom such as tetrahydrof uran , 
tetrahydrothiophene, dithiolane, oxathiolane, pyrrolidine, 
pyrroline, imidazolidine, imidazoline, pyrazolidine, 
pyrazoline, piperidine, piperazine, oxazine, oxadiazine, 
10 thiazine, thiadiazine, morpholine, thiomorpholine , pyran, 
tetrahydropyran, tetrahydrothiopyran, etc.; etc.), etc., 
and the number of the substituents is preferably 1-3. 

Examples of the substituent, which the "optionally 
substituted lower (C,..) alkyl", the "optionally substituted 
15 lower (C,.,) alkoxy", the "optionally substituted phenyl", 
the "optionally substituted mono- or di-phenyl-lower (c,.,) 
alkyl", the "optionally substituted C,., cycloalkyl" and the 
"optionally substituted heterocyclic ring group" as a 
substituent for said "nitrogen-containing heterocyclic 
20 ring" may have, include 

halogen (e.g. fluorine, chlorine, bromine, iodine, etc.), 
an optionally halogenated lower (C,..) alkyl, an optionally 
halogenated C>., alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trifluoroethoxy, etc. ) . C,.< alkanoyl (e.g. 
acetyl, propionyl, etc.), C,., alkylsulfonyl (e.g. 
methanesulfonyl, ethanesulf onyl, etc.), c,., alkylenedioxy 
(e.g. methylenedioxy, ethylenedioxy, etc.), cyano. nitro, 
hydroxy group, thiol group, amino group, carboxyl group, 
lower (C a . 4 ) alkoxy- carbonyl, etc., and the number of the 
30 substituents are preferably 1 to 3. 

In the above formula (I), preferred example of the 
substituents for the "nitrogen-containing heterocyclic 
ring" in the "optionally substituted nitrogen -containing 
heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium" include 
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( 1 ) halogen , ( 2 ) cyano , ( 3 ) hydroxy group , ( 4 ) carboxyl group , 
(5) lower (d.J alkoxy-carbonyl, (6) lower (C^ 4 ) alkyl which 
may be substituted with halogen, hydroxy group or lower (d-4) 
alkoxy, (7) lower (Ci. 4 ) alkoxy which may be substituted with 
5 halogen, hydroxy group or lower (C^) alkoxy, (8) phenyl 
which may be substituted with halogen, lower (Ci-„) alkyl, 
hydroxy group, lower (d- 4 ) alkoxy or C 10 alkylenedioxy , (9) 
mono- or di- phenyl -lower (d.*) alkyl whose benzene ring may 
be substituted with halogen, lower (C M ) alkyl, hydroxy group , 

10 lower (Cj. 4 ) alkoxy or Ci- 3 alkylenedioxy , (10) 5- to 6-membered 
aromatic heterocyclic ring such as furan, thiophene, pyrrole, 
pyridine, etc., etc. 

In the above formula ( I ) , examples of the "group binding 
through a sulfur atom" represented by R 2 include a group of 

15 the formula: -S(0) m -R s wherein m is an integer of 0-2, and 
R s is a substituent. 

In the above formula, preferred examples of the 
"substituent" represented by R s include 

(1) an optionally substituted alkyl (e.g. Ci- ao alkyl such 
20 as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 

sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl, decyl, etc., preferably lower (Cw) 
alkyl, etc. ) ; 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
25 cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

cyclopentyl , cyclohexyl , cycloheptyl , etc . ) ; 

(3) an optionally substituted aralkyl (e.g. phenyl-d.4 alkyl 
(e.g. benzyl, phenethyl, etc.), etc.); 

(4) an optionally substituted aryl (e.g. phenyl, naphthyl, 
30 etc. ) etc. 

Examples of the substituent, which the above-mentioned 
(1) optionally substituted alkyl, (2) optionally 
substituted cycloalkyl, (3) optionally substituted aralkyl 
and (4) an optionally substituted aryl may have, include 
35 halogen (e.g. fluorine, chlorine, bromine, iodine, etc.), 
nitro, cyano, hydroxy group, thiol group, amino group. 
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carboxyl group, an optionally halogenated d. 4 alkyl (e.g. 
trifluoromethyl, methyl, ethyl, etc.), an optionally 
halogenated C1.4 alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trif luoroethoxy, etc. ) , C 2 . 4 alkanoyl (e.g. 
5 acetyl, propionyl, etc.), alkylsulf onyl (e.g. 

methanesulfonyl, ethanesulf onyl, etc.), etc., and the 
number of the substituents are preferably 1 to 3. 

In the above formula (I) , examples of the "hydrocarbon 
group" in the "optionally substituted hydrocarbon group" 
10 represented by R s and R 6 of the "group of the formula: 

-r5 

(0), 

wherein k is 0 or 1 , and when k is 0 , a phosphorus atom may 
form a phosphonium; and R 5 and R 6 are independently an 
optionally substituted hydrocarbon group or an optionally 
15 substituted amino group, and R 5 and R 6 may bind to each other 
to form a cyclic group together with the adjacent phosphorus 
atom" represented by R 2 include 

(1) an optionally substituted alkyl (e.g. C wo alkyl such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 

20 sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl, decyl, etc., preferably lower (Ci- 6 ) 
alkyl, etc.); 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

25 cyclopentyl, cyclohexyl, cycloheptyl, etc.); 

(3) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl,3-hexenyl, etc., preferably 
lower (C 2 . 6 ) alkenyl, etc.); 

(4) an optionally substituted cycloalkenyl (e.g. C 3 _ 7 

30 cycloalkenyl, etc. such as 2-cyclopentenyl , 2-cyclohexenyl, 
2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc. ) ; 

( 5 ) an optionally substituted alkynyl (e.g. c a . 10 alkynyl such 
asethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-pentynyl, 
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3-hexynyl, etc., preferably lower (C,.«) alkynyl, etc.); 

(6) an optionally substituted aralkyl (e.g. phenyl-C,.. alkyl 
(e.g. benzyl, phenethyl, etc.), etc.); 

(7) an optionally substituted aryl (e.g. phenyl, naphthyl. 
5 etc. ) ; etc. 

Examples of the substituents , which the above- 
mentioned (1) optionally substituted alkyl. (2) optionally 
substituted cycloalkyl, (3) optionally substituted alkenyl . 
(4) optionally substituted cycloalkenyl , (5) optionally 
10 substituted alkynyl, (6) optionally substituted aralkyl and 
(7) optionally substituted aryl may have, include halogen 
(e.g. fluorine, chlorine, bromine, iodine, etc.). nitro, 
cyano, hydroxy group, thiol group, amino group, carboxyl 
group, an optionally halogenated d., alkyl (e.g. 
15 trifluoromethyl, methyl, ethyl, etc.), an optionally 
halogenated alkoxy (e.g. methoxy, ethoxy. 

trlfluoromethoxy. trif luoroethoxy , etc. ) , C 2 .< alkanoyl (e.g. 
acetyl, propionyl, etc.), d., alkylsulf onyl (e.g. 
methanesulfonyl, ethanesulf onyl , etc.), etc.. and the 
number of the substituents are preferably 1 to 3. 

Examples of the optionally substituted amino group 
represented by R 5 and R* include an amino group which may 
have 1-2 substituents selected from 

(1) an optionally substituted alkyl (e.g. c w . alkyl such 
25 as methyl, ethyl, propyl, isopropyl, butyl, isobutyl. 

sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, hexyl, 
heptyl, octyl, nonyl. decyl. etc.. preferably lower (C,.,) 
alkyl, etc.); 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
30 cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 

cyclopentyl, cyclohexyl. cycloheptyl, etc.); 

(3) an optionally substituted alkenyl (e.g. c 2 . 10 alkenyl such 
as allyi, crotyl, 2-pentenyl . 3-hexenyl. etc.. preferably 
lower ( C 2 . t ) alkenyl , etc.); 

35 (4) an optionally substituted cycloalkenyl (e.g. C,., 
cycloalkenyl such as 2-cyclopentenyl , 2-cyclohexenyl , 
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2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc., etc.); 

(5) an optionally substituted acyl (e.g. C 2 _< alkanoyl (e.g. 
acetyl, propionyl, butyryl, isobutyryl, etc.), C^ A 
alkylsulfonyl (e.g. methanesulf onyl , ethanesulf onyl, etc. ) , 

5 etc. ) ; 

(6) an amino group which may have 1-2 optionally substituted 
aryl groups (e.g. phenyl, naphthyl, etc.); etc. 

Examples of the substituent, which the above mentioned 
(1) optionally substituted alkyl, (2) optionally 

10 substituted cycloalkyl, (3) optionally substituted alkenyl, 
(4) optionally substituted cycloalkenyl , (5) optionally 
substituted acyl and (6) optionally substituted aryl may 1 
have, include halogen (e.g. fluorine, chlorine, bromine, 
iodine, etc.), nitro, cyano, hydroxy group, thiol group, 

15 amino group, carboxyl group, an optionally halogenated Ci- 4 
alkyl (e.g. trif luoromethyl, methyl, ethyl, etc.), an 
optionally halogenated d. 4 alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trif luoroethoxy , etc. ) , C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, etc.), Cj. 4 alkylsulfonyl (e.g. 

20 methanesulf onyl, ethanesulf onyl , etc.), etc., and the 
number of the substituents are preferably 1 to 3. 

In the above formula, the groups R 5 and R 6 may bind to 
each other to form a cyclic group (preferably, 5- to 7- 
membered ring) together with the adjacent phosphorus atom. 

25 Said cyclic group may have a substituent. Examples of the } 
substituent include halogen (e.g. fluorine, chlorine, 
bromine, iodine, etc.), nitro, cyano, hydroxy group, thiol 
group, amino group, carboxyl group, an optionally 
halogenated d. 4 alkyl (e.g. trif luoromethyl, methyl, ethyl, 

30 etc.), an optionally halogenated d- 4 alkoxy (e.g. methoxy, 
ethoxy, trifluoromethoxy, trif luoroethoxy, etc.), C 2 . 4 
alkanoyl (e.g. acetyl, propionyl, etc.), C,. 4 alkylsulfonyl 
(e.g. methanesulf onyl, ethanesulf onyl, etc.), etc., and the 
number of the substituents are preferably 1 to 3 . 

35 In the above formula ( I ) , examples of the counter anion , 

when the phosphorus atom forms a phosphonium, include an 
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anion of a halc^en atom (e.g. CI", Br", I\ etc.), etc., and 
also an anion derived from an inorganic acid such as 
hydrochloric acid, hydrobromic acid, nitric acid, sulfuric 
acid, phosphoric acid, etc. ; an anion derived from an organic 
5 acid such as formic acid, acetic acid, trif luoroacetic acid, 
fumaric acid, oxalic acid, tartaric acid, maleic acid, 
citric acid, succinic acid, malic acid, methanesulf onic acid, 
benzenesulf onic acid, p- toluenesulf onic acid, etc.; an 
anion derived from an acidic amino acid such as aspartic 

10 acid, glutamic acid, etc.; etc. Among others, CI", Br*, I", 
etc. are preferable. 

As the group R 2 , (1) an optionally substituted amino 
group in which a nitrogen atom may form a quaternary ammonium, 
(2) an optionally substituted nitrogen-containing 

15 heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium, (3) a group 
of the formula: 

-r? 

0 

20 wherein R 5 and R 6 are independently an optionally substituted 
hydrocarbon group, and R 5 and R 6 may bind to each other to 
form a cyclic group together with the adjacent phosphorus 
atom, etc. are preferable. 

In the above formula (I' ) , examples of the "optionally 

25 substituted hydrocarbon group" and the "optionally 

substituted amino group" represented by R 5 ' and R 6 ' in the 
"group of the formula: 

?4 



(0) k 

wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
30 form a phosphonium; and R 5 ' and R 6 ' are independently an 
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optionally substituted hydrocarbon group, an optionally 
substituted hydroxy group or an optionally substituted amino 
group, and R 5 ' and R 6 ' may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom" 
5 represented by R 2 include those exemplified as the 
"optionally substituted hydrocarbon group" and the 
"optionally substituted amino group" represented by R 5 and 
R € , respectively. 

In the above formula (I f ) , examples of the "optionally 
10 substituted hydroxy group" represented by R 5 ' and R 6 ■ include 
a hydroxy group which may have 

(1) an optionally substituted alkyl (e.g. d. 10 alkyl such J 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, tert-butyl, pentyl. isopentyl, neopentyl, hexyl, 

15 heptyl, octyl, nonyl, decyl, etc., preferably lower (d.*) 
alkyl, etc.); 

(2) an optionally substituted cycloalkyl (e.g. C 3 . 7 
cycloalkyl, etc. such as cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cycloheptyl, etc.); 

20 (3) an optionally substituted alkenyl (e.g. C 2 . 10 alkenyl such 
as allyl, crotyl, 2-pentenyl , 3-hexenyl, etc., preferably 
lower (d-«) alkenyl, etc.); 

(4) an optionally substituted cycloalkenyl (e.g. C 3 . 7 
cycloalkenyl, etc. such as 2-cyclopentenyl, 2-cyclohexenyl, 

25 2-cyclopentenylmethyl, 2-cyclohexenylmethyl , etc.); } 

(5) an optionally substituted aralkyl (e.g. phenyl-d-4 alkyl 
(e.g. benzyl, phenethyl, etc.), etc.); 

(6) an optionally substituted acyl (e.g. C 2 . 4 alkanoyl (e.g. 
acetyl, propionyl, butyryl, isobutyryl, etc.), C x _ 4 

30 alkylsulfonyl (e.g. methanesulf onyl, ethanesulf onyl, etc. ) , 
etc. ); 

(7) an optionally substituted aryl (e.g. phenyl, naphthyl, 
etc.); etc. 

Examples of the substituents , which the above- 
35 mentioned (1) optionally substituted alkyl, (2) optionally 
substituted cycloalkyl, (3) optionally substituted alkenyl , 



WO 99/32468 



39 



PCT/JP98/05707 



(4) optionally substituted cycloalkenyl , (5) optionally 
substituted aralkyl, (6) optionally substituted acyl and 
(7) optionally substituted aryl may have, include halogen 
(e.g. fluorine , chlorine , bromine , iodine , etc . ) , nitro , 
5 cyano, hydroxy group, thiol group, amino group, carboxyl 
group, an optionally halogenated d. A alkyl (e.g. 
trif luoromethyl, methyl, ethyl, etc.), an optionally 
halogenated Ci- 4 alkoxy (e.g. methoxy, ethoxy, 
trifluoromethoxy, trif luoroethoxy , etc. ) , C 2 .« alkanoyl (e.g. 

10 acetyl, propionyl, etc.), alkylsulf onyl (e.g. 

methanesulf onyl, ethanesulf onyl , etc.), etc., and the 
number of the substituents are preferably 1 to 3 . 

In the above formula, the groups R 5f and R 6f may bind 
to each other to form a cyclic group (preferably, 5- to 

15 7-membered ring) together with the adjacent phosphorus atom. 
Said cyclic group may have a substituent. Examples of the 
substituent include halogen (e.g. fluorine, chlorine, 
bromine, iodine, etc.), nitro, cyano, hydroxy group, thiol 
group, amino group, carboxyl group, an optionally 

20 halogenated d. 4 alkyl (e.g. trif luoromethyl , methyl, ethyl, 
etc.), an optionally halogenated d, 4 alkoxy (e.g. methoxy, 
ethoxy, trifluoromethoxy, trif luoroethoxy , etc.), C 2 .< 
alkanoyl (e.g. acetyl, propionyl, etc.), d. 4 alkylsulf onyl 
(e.g. methanesulf onyl, ethanesulf onyl , etc.), etc., and the 

25 number of the substituents are preferably 1 to 3 . 

In the above formula (1 1 ) , examples of the counter anion, 
when the phosphorus atom forms a phosphonium, include an 
anion of a halogen atom (e.g. CI", Br", I", etc.), etc., and 
also an anion derived from an inorganic acid such as 

30 hydrochloric acid, hydrobromic acid, nitric acid, sulfuric 
acid, phosphoric acid, etc. ; an anion derived from an organic 
acid such as formic acid, acetic acid, trif luoroacetic acid, 
fumaric acid, oxalic acid, tartaric' acid, maleic acid, 
citric acid, succinic acid, malic acid, methanesulf onic acid, 

35 benzenesulf onic acid, p-toluenesulf onic acid, etc.; an 

anion derived from an acidic amino acid such as aspartic 
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acid, glutamic acid, etc.; etc. Among others, CI", Br", I", 
etc. are preferable. 

As the group R 2 , (1) an optionally substituted amino 
group in which a nitrogen atom may form a quaternary ammonium 
5 is preferable, and a group of the formula: 

-N + RR'R" wherein R, R 1 and R 1 1 are independently an 
optionally substituted aliphatic hydrocarbon group or an 
optionally substituted alicyclic heterocyclic ring group 
is more preferable. 
10 Among the Compound (I), a compound of the formula: 



R 




wherein R 1 is an optionally substituted benzene or an 
optionally substituted thiophene; Y" is -CH 2 -, -S- or 
-0-; and R , R 1 and R M are independently an optionally 
15 substituted aliphatic hydrocarbon group or an optionally 
substituted alicyclic heterocyclic ring group is 
preferable. 

Examples of the "optionally substituted aliphatic 
hydrocarbon group" and the "optionally substituted 

20 alicyclic heterocyclic ring group" represented by R, R 1 or 
R" include those exemplified by the substituents for the 
"optionally substituted amino" represented by R 2 . Among 
them, as the group R or R 1 , an optionally substituted acyclic 
hydrocarbon group is preferable, an optionally substituted 

25 C x _ 6 alkyl group is more preferable, and methyl is most 
preferable; and as the group R", an optionally substituted 
alicyclic hydrocarbon group (more preferably, an optionally 
substituted C 3 _ a cycloalkyl group; further more preferably. 
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an optionally substituted cyclohexyl) or an optionally 
substituted alicyclic heterocyclic ring group (more 
preferably, an optionally substituted saturated alicyclic 
heterocyclic ring group (preferably 6-membered ring group) ; 
5 further more preferably, an optionally substituted 
tetrahydropyranyl, an optionally substituted 
tetrahydrothiopyranyl or an optionally substituted 
piperidyl; most preferably, an optionally substituted 
tetrahydropyranyl) is preferable. 
10 Among the Compound (I), a compound of the formula: 




0 



wherein X" is an anion is preferable . 

Examples of the anion include that of a halogen atom; 
that derived from an inorganic acid such as hydrochloric 

15 acid, hydrobromic acid, nitric acid, sulfuric acid, 

phosphoric acid, etc.; that derived from an organic acid 
such as formic acid, acetic acid, trif luoroacetic acid, 
fumaric acid, oxalic acid, tartaric acid, maleic acid, 
citric acid, succinic acid, malic acid, methanesulf onic acid, 

20 benzenesulfonic acid, p-toluenesulf onic acid, etc.; that 
derived from an acidic amino acid such as aspartic acid, 
glutamic acid, etc.; etc. Among others, an anion of a 
halogen atom is preferable. 

Among the Compound (I), the following compounds and 

25 their salts are preferable: 

N-methyl-N- [4- [ [ [ 2- ( 4-methylphenyl ) - 6 , 7-dihydro- 5H- 
benzocyclohepten-8 -yl ] carbonyl ] amino ] benzyl ] - 
piperidinium iodide; 

N-methyl-N- [ 4 - [ [ [ 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - 
30 benzoxepin - 4 -yl ] carbonyl ] amino ] benzyl ] piperidinium 
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iodide; 

N- [ 4 - [ N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] - 
phenyl ] - 7 - ( 4 - me thylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine- 4 - 
carboxmide ; 

5 N- [ 4- [N-methyl-N - ( tetrahydropyr an- 4 -yl) aminomethyl] - 
phenyl ] - 7 - ( 4 -morpholinophenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine- 4 - carboxmide ; 

7-(4-ethoxyphenyl)-N-[4- [N-methyl-N- ( tetrahydropyran- 4- 

y 1 ) aminomethyl ] phenyl } - 2 , 3 - dihydro - 1 - ben z oxepine - 4 - 
10 carboxmide; 

N,N-dimethyl-N-[4-[[ [2-(4-methylphenyl) -6, 7-dihydro-5H- 

benzocyclohept en- 8 -yl ] carbonyl ] amino ] benzyl ] -N- 

( tetrahydropyran - 4 -yl ) ammonium iodide ; 

N , N- dimethyl - N- [ 4 - [ [ [ 7 - ( 4 -me thylphenyl ) - 2 , 3 - dihydro - 1 - 
1 5 benzoxepin- 4 -yl ] carbonyl ] amino ] benzyl ] -N- ( 4 - 

oxocyclohexyl ) ammonium chloride ; 

N , N - dimethyl - N-[4-[[[7-(4 - e thoxypheny 1 ) - 2 , 3 - dihydro - 1 - 
benzoxepin- 4 -yl ] carbonyl ] amino ] benzyl ] -N- 
( tetrahydropyran - 4 -yl ) ammonium chloride ; 
20 N-methyl-N - [ 4 - [ [ [ 7- ( 4 -me thylphenyl) -3 , 4 -dihydro - 

naphthalen - 2 -yl ] carbonyl ] amino ] ben zyl ] piper idinium 
iodide; etc. 

Examples of the salts of the compound represented by 
the formula (I) [including the formula (I 1 )] include a 

25 pharmaceutical^ acceptable salt such as a salt with 
inorganic base, a salt with organic base, a salt with 
inorganic acid, a salt with organic acid, a salt with basic 
or acidic amino acid, etc. Examples of the salt with the 
inorganic base include a salt with alkali metal (e.g. sodium, 

30 potassium, etc.), alkaline earth metal (e.g. calcium, 

magnesium, etc. ) , aluminum, ammonium, etc. Examples of the 
salt with the organic base include a salt with trimethylamine, 
triethylamine, pyridine, picoline, ethanolamine, 
diethanolamine, triethanolamine, dicyclohexylamine, 

35 N,N'-dibenzylethylenediamine, etc. Examples of the salt 
with the inorganic acid include a salt with hydrochloric 
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acid, hydrobromic acid, nitric acid, sulfuric acid, 
phosphoric acid, etc. Examples of the salt with the organic 
acid include a salt with formic acid, acetic acid, 
trif luoroacetic acid, fumaric acid, oxalic acid, tartaric 
5 acid, maleic acid, citric acid, succinic acid, malic acid, 
methanesulf onic acid, benzenesulf onic acid, p- 
toluenesulf onic acid, etc. Examples of the salt with the 
basic amino acid include a salt with arginine, lysine, 
ornithine, etc. Examples of the salt with the acidic amino 

10 acid include a salt with aspartic acid, glutamic acid, etc. 

The compound of the formula (I) [including the formula 
( 1 1 ) ] of the present invention may be hydrated or solvated. 
When the compound of the formula (I) [including the formula 
( 1 1 ) ] of the present invention exists as configuration isomer, 

15 diastereomer , conformer, etc., it is possible to isolate 
individual isomers with per se known separation and 
purification method, if desired. When the compound of the 
formula (I) [including the formula of the present 

invention is racemate, it can be separated into (S) -compound 

20 and (R) -compound with usual optical resolution and 

individual optical isomers and a mixture thereof are included 
in the scope of the present invention. 

The present compound of the formula (I) or a salt 
thereof (hereinafter, "Compound (I)" include the compound 

25 of the formula (I) and its salt; and also a compound of the 
formula (!') and its salt) alone or as an admixture with 
a pharmaceutically acceptable carrier (e.g. solid 
formulations such as tablets, capsules, granules, powders, 
etc. ; liquid formulations such as syrups, injections, etc. ) 

30 may be orally or non-orally administered. 

Examples of non-oral formulations include injections, 
drops, suppositories, pessaryies, etc. 

Examples of the carriers include various organic or 
inorganic carriers which are generally used in this field. 

35 For example, an excipient, a lubricant, a binder, an 

disintegrating agent , etc . are used in the solid formulations , 
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and a solvent, a solubilizer, a suspending agent, a 
isotonizing agent, a buffer, a soothing agent, etc. are used 
in the liquid formulations. In addition, if desired, an 
appropriate additive such as a preservative , an antioxidant , 
5 a colorant, a sweetener, etc. may be used in the above 
formulations. 

Examples of the excipient include lactose, sucrose, 
D-mannitol, starch, crystalline cellulose, light silic acid 
anhydride, etc. Examples of the lubricant include 
magnesium stearate, calcium stearate, talc, colloidal 
silica, etc. Examples of the binder include crystalline 
cellulose, sucrose, D-mannitol, dextrin, hydroxypropyl 
cellulose, hydroxypropylmethyl cellulose, polyvinyl- 
pyrrolidone., etc. Examples of the disint 
15 include starch, carboxymethyl cellulose, carboxymethyl 
cellulose calcium, croscarmellose sodium, sodium 
carboxymethyl starch, etc. Examples of the solvent include 
water for injection, alcohol, propyleneglycol, macrogol, 
sesame oil, com oil, etc. Examples of the solubilizer 
20 include polyethyleneglycol, propyleneglycol, D-mannitol, 
benzyl benzoate, ethanol, trisaminomethane, cholesterol, 
triethanolamine , sodium carbonate, sodium citrate, etc. 
Examples of the suspending agent include surfactants such 
as stearyl triethanolamine, sodium laurylsulf ate, 
25 laurylaminopropionic acid, lecithin, benzalkonium chloride, 
benzetonium chloride, glycerin monostearate, etc.; 
hydrophilic polymers such as polyvinylalcohol , 
polyvinylpyrrolidone, sodium carboxymethyl cellulose, 
methyl cellulose, hydroxymethyl cellulose, hydroxyethyl 
30 cellulose, hydroxypropyl cellulose, etc. ; etc. Examples of 
the isotonizing agent include sodium chloride, glycerin, 
D-mannitol, etc. Examples of the buffer include a buffer 
solution of phosphate, acetate, carbonate, citrate, etc. 
Examples of the soothing agent include benzylalcohol, etc. 
Examples of the preservative include paraoxybenzoic acid 
esters, chlorobutanol , benzylalcohol, phenethylalcohol, 
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dehydroacetic acid, sorbic acid, etc. Examples of the 
antioxidant include sulfites, ascorbic acid, etc. 

The present invention is further to provide a 
production method of a compound of the formula (I) or a salt 
5 thereof. 

The compound of the formula (I) or a salt thereof can 
be produced in accordance with per se known methods, for 
example, the methods described below, the methods described 
in JP-A-73476/1996, or analogous methods thereto. 

10 A salt of the compound of the formulas (I ) , (II), (III), 

(IV), (V), (1-1), (1-2) and (1-3) may be similar to that 
of the compound the formula ( I ) . 

In the following reaction steps, when the starting 
compounds have, as substituents , an amino group, a carboxyl 

15 group and/or hydroxy group, these groups may be protected 
by ordinary protective groups such as those generally 
employed in peptide chemistry, etc. After the reaction, if 
necessary, the protective groups may be removed to obtain 
the desired compound. 

20 Examples of the amino-protective group include an 

optionally substituted C x . 6 alkylcarbonyl (e.g. formyl, 
methylcarbonyl , ethylcarbonyl , etc . ) , phenylcarbonyl , Ci. 6 
alkyloxycarbonyl (e.g. methoxycarbonyl , ethoxycarbonyl , 
t-butoxycarbonyl, etc.), aryloxycarbonyl (e.g. 

25 phenoxycarbonyl, etc.), C 7 . l0 aralkyloxycarbonyl (e.g. 

benzyloxycarbonyl, etc.), trityl, phthaloyl, etc. These 
protective groups may be substituted by 1 to 3 substituents 
such as halogen atom (e.g. fluorine, chlorine, bromine, 
iodine, etc.), d.* alkylcarbonyl (e.g. acetyl, propionyl, 
30 butyryl, etc.), nitro group, etc. 

Examples of the carboxyl -protective group include an 
optionally substituted d., alkyl (e.g. methyl, ethyl, propyl, 
isopropyl, butyl, tert-butyl, etc.), phenyl, trityl, silyl, 
etc. These protective groups may be substituted by 1 to 3 
35 substituents such as halogen atom (e.g. fluorine, chlorine, 
bromine, iodine, etc.), C x . 6 alkylcarbonyl (e.g. formyl, 
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acetyl, propionyl, butyryl, etc.), nitro group, etc. 

Examples of the hydroxy -protective group include an 
optionally substituted d. 6 alkyl (e.g. methyl, ethyl, propyl, 
isopropyl, butyl, tert -butyl, etc.), phenyl, c 7 -» aralkyl 
5 (e.g. benzyl, etc.), Ci-< alkylcarbonyl (e.g. formyl, acetyl, 
propionyl, etc.), phenyloxycarbonyl , C 7 .i 0 
aralkyloxycarbonyl (e.g. benzyloxycarbonyl, etc. ) , pyranyl, 
furanyl, silyl, etc. These protective groups may be 
substituted by 1 to 4 substituents such as halogen atom (e.g. 

10 fluorine, chlorine, bromine, iodine, etc.), Ci-« alkyl, 
phenyl, C 7 .i 0 aralkyl , nitro group, etc. 

These protective group may be introduced or removed 
by per se known methods (e.g. a method described in 
Protective Groups in Organic Chemistry (J. F. W. McOmie et 

15 al.; Plenum Press Inc.) or the methods analogous thereto. 
For example, employable method for removing the protective 
groups is a method using an acid, a base, reduction, 
ultraviolet ray, hydrazine, phenylhydrazine, sodium N- 
methyldithiocarbamate, tetrabutylammonium fluoride, 

20 palladium acetate, etc. 
[Method A] 



R W C OH + H 2 N 

0 
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[1-1] 



herein each symbol is as defined above. 
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This production method is carried out by reacting the 
compound [II] with the aniline derivative [III] to obtain 
the anilide Compound [1-1]. 

The condensation reaction of the compounds [II] and 
5 [ III ] is carried out by usual methods for peptide synthesis . 
Said methods for peptide synthesis are employed according 
to optional known methods, for example, methods described 
in "Peptide Synthesis" written by M. Bodansky and M. A. 
Ondetti, Interscience, New York, 1966; "The Proteins", 

10 volume 2, written by F. M. Finn and K. Hofmann, H. Nenrath 
and R. L. Hill edition. Academic Press Inc. , New York, 1976; 
"peputido-gosei no kiso to jikken (Basis and Experiment of 
Peptide Synthesis) " written by Nobuo Izumiya et al. , Maruzen 
K.K. ,1985; etc, , as well as azide method, chloride method, 

15 acid anhydride method, mixed acid anhydride method, DCC 
method, active ester method, method using Woodward reagent 
K, carbonyldilmidazole method, oxidation-reduction method , 
DCC/HONB method, etc. and in addition WSC method, method 
using diethyl cyanophosphate (DEPC), etc. 

20 The condensation reaction can be carried out in a 

solvent. Examples of the solvents to be employed in the 
reaction include anhydrous or hydrous N,N- 
dimethylformamide (DMF), dimethylsulf oxide , pyridine, 
chloroform, dichloromethane , tetrahydrof uran , dioxane , 

25 acetonitrile, or a suitable mixture of these solvents. The 
reaction temperature is generally about -20^ to about 50*0, 
preferably about -10*C to about 30t: and the reaction time 
is generally about 1 to about 100 hours, preferably about 
2 to about 40 hours. 

30 The thus obtained anilide derivative [1-1] can be 

isolated and purified by known separation and purification 
methods such as concentration, concentration under reduced 
pressure, extraction, crystallization, recrystallization , 
solvent convert, chromatography, etc. 

35 [Method B] 
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[1-2] 



® amnion iumat ion 

® tertiary ami nat i on 

(D reductive ami nat i on, or 
@ oxidation 




° [i-i] 

(D When the group R 2 " in Compound [1-2] is, for example, a 
tertiary amine residue, Compound [1-1] wherein the group 
R 2 ' is an quaternary ammonium can be produced by reacting 
5 Compound [ I - 2 ] with halogenated alkyl or halogenat ed aralkyl . 
Examples of a halogen atom include chlorine, bromine, iodine, 
etc. and usually about 1 to 5 moles of the halogenated alkyl 
(e.g. halogenated lower (d- 6 ) alkyl, etc.) or halogenated 
aralkyl (e.g. halogenated lower (d- 4 ) alkyl-phenyl, etc.) 

10 is used per mole of Compound [1-2] . The reaction is carried 
out in an inert solvent such as toluene, benzene, xylene, 
dichloromethane , chloroform , 1,2- dichloroe thane , 
dimethylf ormamide, dime t hy 1 ace t amide, etc., or a suitable 
mixture of these solvents. The reaction temperature is 

15 generally about 10*0 to about 160^, preferably about 20*C 
to about 120*0 and the reaction time is generally about 1 
hour to about 100 hours, preferably about 2 hours to about 
40 hours. This reaction is preferably carried out under 
inert gas (e.g. nitrogen, argon, etc.) atmosphere. 

20 (D When the group R 2 " in Compound [1-2] is, for example, a 
secondary amine residue, Compound [1-1] wherein the group 
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R 2 ' is a tertiary amino can be produced by reacting Compound 
[1-2] with halogenated alkyl or halogenated aralkyl. 
Examples of a halogen atom include chlorine, bromine, iodine, 
etc. and usually about 1 to 2 moles of the halogenated alkyl 
5 or halogenated aralkyl is used per mole of Compound [I- 
2]. If necessary, the reaction smoothly proceeds by 
addition of about once to thrice moles of a base such as 
triethylamine , diisopropylethylamine , pyridine , lithium 
hydride, sodium hydride , sodium methoxide, sodium ethoxide , 
10 sodium carbonate, potassium carbonate, sodium hydrogen 

carbonate and further sodium iodide, potassium iodide, etc. 

This tertiary amination reaction is carried out in an 
inert solvent such as methanol ,ethanol, propanol, 

15 isopropanol, n-butanol, tetrahydrof uran, diethylether , 
dime thoxy ethane, 1,4-dioxane, toluene, benzene, xylene, 
dichloromethane , chloroform , 1,2- dichloroe thane , 
dimethylf ormamide (DMF), dimethylsulf oxide (DMSO), 
pyridine, etc., or a suitable mixture of these solvents. 

20 The reaction temperature is generally about 0*C to 180^, 
and the reaction time is generally about 1 hour to about 
4 0 hours. This reaction is preferably carried out under 
inert gas (e.g. nitrogen, argon, etc.) atmosphere. 
(3) When the group R 2 " in Compound [1-2] is, for example, a 

2 5 secondary amine residue, Compound [1-1] wherein the group 
R 2 ' is a tertiary amino can be produced by reacting Compound 
[1-2] with aldehyde compound in the presence of a reductive 
amination reagent such as triacetoxysodium boron hydride, 
cyanosodium boron hydride, sodium boron hydride, etc. 

30 The conditions of this reductive amination reaction 

varies depending on the reagent to be used. For example, 
when triacetoxysodium boron hydride is used , reaction is 
carried out in an inert solvent such as dichloromethane, 
chloroform, 1 , 2 -dichloroe thane , tetrahydrof uran , 

35 diethylether, dioxane, acetonitrile , dimethylf ormamide 

(DMF), etc., or a suitable mixture of these solvents. In 
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this case, about 1 to 2 moles of the reagent is used per 
mole of Compound [1-2]. The reaction temperature is 
generally about oV, to about 80^, and the reaction time is 
generally about 1 hour to about 40 hours. This reaction is 
5 preferably carried out under inert gas (e.g. nitrogen , argon , 
etc . ) atmosphere . 

(D When the group R 2 " in Compound [1-2] is, for example, a 
sulfide residue or a tertiary amine residue, Compound [1-1] 
wherein the group R 2t is a sulfinyl group, a sulfonyl group 

10 or an amine oxide group can be produced by reacting Compound 
[1-2] with an oxidizing agent such as m-chloroperbenzoic 
acid, perbenzoic acid, p-nitroperbenzoic acid, magnesium ~j 
monoperoxyphthalate, peracetic acid, hydrogen peroxide, 
sodium periodate, potassium periodate, etc. The conditions 

15 of this oxidation reaction varies depending on the oxidizing 
agent to be used. For example, when m-chloroperbenzoic acid 
is used, reaction is carried out in an inert solvent such 
as dichlorome thane, chloroform, 1 , 2-dichloroethane, 
diethylether, tetrahydrofuran, acetone, ethyl acetate, 

20 etc., or a suitable mixture of these solvents. Usually, 
about 1-3 moles of oxidizing agent is used per mole of 
Compound [1-2]. The reaction temperature is generally 
about -25^ to about 80^ (preferably -25*0 to 25^), and the 
reaction time is generally about 1 hour to about 40 hours. 

25 [Method C] 
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R' W C NH (x '/) 
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[1-1] 



wherein V in the Compound [IV] is a halogen atom (chlorine, 
bromine, iodine, etc.), or a sulfonyloxy group (methane- 
sulfonyloxy group, trif luoromethanesulf onyloxy group, 
5 benzenesulf onyloxy group, toluenesulf onyloxy group , etc.)* 
and the other symbols are as defined above. 

(D Compound [1-1] wherein the group R 2 ' is a quaternary 
ammonium can be produced by reacting Compound [IV] and a 

10 tertiary amine. The reaction is carried out in an inert 
solvent such as toluene, benzene, xylene, dichloromethane , 
chloroform, 1 , 2-dichloroe thane , dimethylf ormamide ( DMF ) , 
dimethylacetamide, etc., or a suitable mixture of these 
solvents. Usually, about 1-3 moles of the tertiary amine 

15 is used per mole of Compound [ IV] . The reaction temperature 
is generally about 10*0 to about 120^, and the reaction time 
is generally about 1 hour to about 40 hours. This reaction 
is preferably carried out under inert gas (e.g. nitrogen, 
argon, etc.) atmosphere. 

20 (D Compound [1-1] wherein the group R 2 1 is a quaternary 
phosphonium can be produced by reacting Compound [IV] and 
a tertiary phosphine. The reaction is carried out in an 
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inert solvent such as toluene, benzene, xylene, 
dichloromethane , chloroform, 1 , 2-dichloroethane , 
acetonitrile, dimethylf ormamide ( DMF ) , or a suitable 
mixture of these solvents. Usually, about 1-2 moles of the 
5 tertiary phosphine is used per mole of Compound [IV]. The 
reaction temperature is generally about 20*0 to about 150t: # 
and the reaction time is generally about 1 hour to about 
50 hours. This reaction is preferably carried out under 
inert gas (e.g. nitrogen, argon, etc.) atmosphere. 
10 ® Compound [1-1] wherein the group R 2 ' is a secondary or 
tertiary amino group or a thio group can be produced by 
reacting Compound [IV] and primary or secondary amine 
compound or thiol compound. Usually, about 1 to 3 n.oles 
of the primary or secondary amine compound or the thiol 
15 compound is used per mole of Compound [IV] . If necessary, 
the reaction smoothly proceeds by addition of about once 
to thrice moles of a base such as triethylamine , 
diisopropylethylamine, pyridine, lithium hydride, sodium 
hydride, sodium methoxide, sodium ethoxide, sodium 
20 carbonate, potassium carbonate, sodium hydrogen carbonate 
and further sodium iodide, potassium iodide, etc. This 
substitution reaction is carried out in an inert solvent 
such as methanol, ethanol, propanol, isopropanol, n-butanol, 
tetrahydrofuran, diethylether , dimethoxye thane, 1,4- 
25 dioxane, toluene, benzene, xylene, dichloromethane, 
chloroform, 1 , 2-dichloroethane, dimethylf ormamide 
( DMF ),dimethylsulf oxide (DMSO), pyridine, etc., or a 
suitable mixture of these solvents. The reaction 
temperature is generally about -lot: to about 180*0, and the 
30 reaction time is generally about 1 hour to about 40 hours. 
The reaction is carried out preferably under inert gas ( e . g . 
nitrogen, argon, etc.) atmosphere. 
[Method D] 
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Suzuki reaction 




0 [1-3] 

wherein V is a halogen atom (bromine, iodine, etc.) or a 
sulfonyloxy group ( trif luoromethanesulf onyloxy group, 
etc.), and the other symbols are as defined above. 

5 

Compound [1-3] wherein the group R 1 ' is a 5- to 6- 
membered aromatic ring group can be produced by subjecting 
Compound [V] to, for example, Suzuki reaction [cross 
condensation reaction of aryl borate with e.g. aryl halide 

10 or aryloxytrif luoromethanesulf onate in the presence of 

palladium catalyst; A. Suzuki et al., Synth. Commun. 1981, 
11, 513]. Usually, about 1-1.5 times moles of aryl borate 
is used per mole of Compound [V] . 

Compound [II] used as a starting material can be 

15 produced by a known method (e.g. method described in 

JP-A-73476/1996 , etc.) or the methods analogous thereto. 
For example, Compound [II] can be produced by a method 
described in the following Reaction Scheme I , a method 
described in the following Reference Examples or the methods 

20 analogous thereto. 

Reaction Scheme I 
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[11-1] 

wherein R 9 is a d. 4 alkyl group, Y" is a divalent group, 
which does not contain a unsaturated bond and by which the 
ring B forms a 5- to 7-membered ring, and the other symbols 
5 are as defined above. 

In this reaction, the compound of the formula [VI] is 
heated with a polyphosphoric acid, or Compound [VI] is 
converted to acid chloride with thionyl chloride, oxalyl 

10 chloride, phosphorous oxychloride, phosphorous 

pentachloride, etc., followed by subjecting the resulting 
acid chloride to usual Friedel-Craf ts reaction and cyclizing 
the same to produce Compound [VII]. Compound [VII] is 
reacted with carbonate ester in the presence of a base to 

15 produce ketoester [VIII]. Compound [VIII] is subjected to 
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reduction with catalytic hydrogenation or sodium boron 
hydride, etc. to produce Compound [IX]. Compound [IX] is 
subjected to dehydration and ester hydrolysis by per se known 
method to produce unsaturated carboxylic acid [II-l], 
5 Compound [III] can be produced by a known method (e.g. 

method described in JP-A-73476/1996 , etc.) or the methods 
analogous thereto. For example. Compound [III] can be 
produced by a method described in the following Reaction 
Scheme II, a method described in the following Reference 
10 Examples or the methods analogous thereto. 



Reaction Scheme II 




The reduction of Compound [X] can be carried out per 

15 se known methods, for example, reduction with metal, 

reduction with metal hydride, reduction with metal hydride 
complex compound, reduction with diborane or substituted 
borane, catalytic hydrogenation, etc. That is, this 
reaction is carried out by treating Compound [X] with 

20 reduction agent. Examples of the reduction agent include 
metal such as reduced iron, zinc powder, etc. ; alkali metal 
boron hydride (e.g. sodium boron hydride, lithium boron 
hydride, etc.); metal hydride complex compound such as 
aluminum lithium hydride, etc. ; metal hydride such as sodium 

25 hydride etc.; organic tin compound ( triphenyltin hydride, 
etc. ) , metal complex compound and metal salt such as nickel 
compound, zinc compound etc.; catalytic reduction agent 
using hydrogen and transit metal catalyst such as palladium, 
plutinum, rhodium, etc.; diborane; etc. Among others, as 

30 the reduction agent, catalytic reduction agent using 
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hydrogen and transit metal catalyst such as palladium, 
plutinum, rhodium, etc.; reduced iron, etc. are preferable . 
The reaction is carried out in a solvent which does not affect 
the reaction. Examples of the solvent include benzene, 
5 toluene, xylene, chloroform, carbon tetrachloride, 
dichlorome thane , 1 , 2 -dichloroe thane , 1,1,2,2- 
tetrachloroethane, diethylether , tetrahydrof uran, dioxane, 
methanol, ethanol, propanol, isopropanol, 2-methoxyethanol , 
N,N-dimethylformamide, acetic acid, or a suitable mixture 

10 of these solvents, etc. The solvent is appropriately 
selected depending on kind of the reduction agent. The 
reaction temperature is generally about -20*C to about 150*0 , 
preferably about oV, to about lOOt:, and the reaction time 
is generally about 1 to about 24 hours. 

15 The resulting Compound [III] can be separated and 

purified with know separation and purification methods such 
as concentration, concentration under reduced pressure, 
extraction, crystallization, was recrystallized with, 
solvent conversion, chromatography, etc. 

20 

The compound of the formula (I) or a salt thereof of 
the present invention has potent antagonistic activity on 
MCP-1 receptor and therefore can be used for the treatment 
or prophylaxis of various inflammatory diseases, cardiac 

25 infarction, myocarditis, etc. in human and animals {e.g. 
mouse, rat, cat, dog, rabbit, bovine, swine, etc.). The 
compound of the formula (I) or a salt thereof of the present 
invention is low toxic and safely used as MCP-1 receptor 
antagonist (e.g. a medicament for the treatment or 

30 prophylaxis of cardiac infarction, myocarditis, etc.). 

The dose per day of the compound of the formula (I) 
or a salt thereof varies depending on the condition and body 
weight of a patient, administration route, etc. Typical 
daily dose per adult patient (body weight: 50Kg) for oral 

35 administration is about 5-1000mg, preferably about 10-600mg, 
and in particular about 15-150mg, as active ingredient [/the 
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compound of the formula (I) or a salt thereof] and the 
compound of the formula (I) or a salt thereof is administered 
once or 2-3 times par day. 

5 Best Mode for Carrying out the Invention 

The present invention is hereinafter described in more 
detail by means of the following Test Example, Reference 
Example and Working Example, which are mere examples of the 
present invention and are not construed as limitative to 
10 the present invention. 

Test Example 1 

Determination of inhibitory activity on MCP-1 receptor 

According to a method described in Working Example 1 

15 of JP-A-238688/1997 , human MCP-1 receptor gene was prepared. 
Said gene was inserted to plasmid pMCR, which was introduced 
into CHO cell. The resultant transformant [CHO(MCR); FERM 
BP-5446; IFO 50461] was used for the following experiment. 
On 96 well culture plate (Packard Instrument Company) , 

20 7Xio 4 cell/well of CHO cells expressing human MCP-1 

receptor were inoculated, and the cells were cultivated 
at 37*C overnight. The medium was removed by means of 
suction. To the residue were added a buffer solution (D-MEM 
containing 0.5% BSA and 20mM HEPES; pH7.4), Test Compound 

25 (1/ZM) and 12S I -human recombinant MCP-1 (Amersham; final 

concentration: lOOpM) , and the mixture was allowed to react 
at room temperature for 40 minutes . The buffer solution was 
removed by means of suction and washed twice with PBS. To 
the residue was added MICROSCINT-20 (Packard Instrument 

30 Company), radioactivity of 125 I (cpm) was determined with 
Topcount ( Packard ) . 

The count number (cpm) (non-specific binding) of 125 I 
which binds to CHO cells (mock) having a vector was taken 
from the count number (cpm) of 125 I which binds to CHO cells 

35 expressing human MCP-1 receptor to obtain the amended count 
number, which was converted into 100%, and inhibition rate 
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of Test Compound (whose number is referred to in the 
following Examples) against MCP-1 binding to its receptor 
was calculated. The results are shown in Table 1. 

5 Table 1 



Compound Number 


Inhibition Rate m 


16 


89 


72 


77 


94 


92 


97 


96 


128 


80 


151 


80 


178 


64 


220 


98 



Test Example 2 

Chemotaxis Inhibition Assay 

To a lower chamber of 96 well chemotaxis chamber (Neuro 

20 Probe, AB96) was added a solution of 20nM MCP-1 (chemotaxis 
inducer) in buffer (D-MEM containing 0.5% BSA and 2 OmM HEPES ; 
pH7.4) , and the chamber was covered by a filter coated with 
bovine fibronectin. To its upper chamber were added CHO 
cells expressing human MCP-1 receptor (2Xio s cell/well) and 

25 Test Compound ( 1 MM) , followed by incubation at 37*C in 5% 
C0 2 for 4 hours. The cells migrated under the filter was 
stained with Diff Quick, and absorbance at 600nm of wave 
length (O.D at 600nm) was determined by microplate reader. 
The absorbance in the absence of MCP-1 in the lower chamber 

30 was taken from the absorbance in the presence of MCP-1 in 
the lower chamber to obtain the amended absorbance (Ao.D, 
chemotaxis induced by MCP-1) , which was converted into 100%, 
and chemotaxis inhibition rate of Test Compound was 
calculated. 

35 The results are shown in Table 2. 
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Table 2 



Compound Number 
16 



Inhibition Rate (*) 



87 



5 



128 



89 



The pharmaceutical composition for antagonizing MCP-1 
receptor (e.g. a medicament for the treatment or prophylaxis 
of cardiac infarction, myocarditis, etc.) comprising the 
10 compound of the formula (I) or a salt thereof of the present 
invention, as an active ingredient, can be prepared, for 
example, by the following prescriptions: 
1 . Capsule 

(1) Compound obtained in Working Example 128 40mg 
15 (2) lactose 70mg 

(3) fine crystalline cellulose 9mg 

(4) magnesium stearate lmg 



(1), (2), (3) and 1/2 of (4) are mixed and then granulated. 
20 To the granules is added the remainder of (4) , and the whole 
is filled into a gelatin capsule. 
2. Tablet 



1 tablet 120mg 

(1) , (2) , (3) , 2/3 of (4) and 1/2 of (5) are mixed and then 
30 granulated. To the granules are added the remainders of (4) 
and (5), followed by subjecting the mixture to compression 
molding. 

Working Example 
35 Reference Example 1 

In THF (50ml) was dissolved 4-nitrobenzylchloride 



1 capsule 



120mg 



25 



(1) Compound obtained in Working Example 128 

(2) lactose 

(3) corn starch 

(4) fine crystalline cellulose 

(5) magnesium stearate 



4 0mg 
58mg 
18mg 
3 . 5mg 
0 . 5mg 
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(5.00g), and piperidine (6.20g) was added to the mixture. 
The reaction mixture was stirred at room temperature for 
20 hours. To the mixture was added water (500ml), and the 
mixture was extracted with ethyl acetate . The organic layer 
5 was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane= 1/2) to give 
l-(4-nitrobenzyl)piperidine (6.41g) as pale yellow oil. 
10 *H NMR (200MHz, CDC1 3 ) (5 : 1 . 38-1 . 70 (6H, m) , 2.30-2.45 (4H, 
m), 3.55 (2H, s), 7.51 (2H, d, J=8.8Hz), 8.17 (2H, d, 
J=8.8Hz). 

Reference Ex.-ample 2 

In ethanol(50ml) was dissolved 1- ( 4-nitrobenzyl) - 

15 piperidine (6.41g), and 10% dried palladium on carbon 

( 0 . 33g ) was added to the mixture . Under hydrogen atmosphere , 
the mixture was stirred at room temperature under 
atmospheric pressure for 24 hours. The palladium was 
filtered off, and the filtrate was concentrated. The residue 

20 was recrystallized from hexane to give l-(4-amino- 
benzyl) piperidine (l.Olg) as pale yellow crystals, 
mp 87-88T; 

Elemental Analysis for Ci 2 H 18 N 2 
Calcd: C, 75.74; H, 9.53; N, 14.72. 
25 Found: C, 75.82; H, 9.58; N, 14.61. 

IR (KBr ) cm" 1 : 3417, 2935, 1614, 1518, 1290, 1117, 1038, 991 
l H NMR (200MHz, CDC1 3 ) 6: 1.35-1.65 (6H, m) , 2.28-2.45 (4H, 
m), 3.37 (2H, s), 3.61 (2H, br s), 6.64 (2H, d, J=8.6Hz), 
7.09 (2H, d, J=8.6Hz). 
30 Reference Example 3 

In THF (3ml) was dissolved 7-cyclohexyl-3 , 4-dihydro- 
naphthalene-2-carboxylic acid (lOOmg) , and oxalyl chloride 
(41M1) and a drop of DMF were added to the mixture. The 
mixture was stirred at room temperature for 1 hour and 
35 concentrated under reduced pressure. The residue was 
dissolved in THF (3ml), and diethyl 4-aminobenzyl- 
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phosphonate (99mg) and triethylainine (60 Ml) were added to 
the mixture at room temperature . The reaction mixture was 
stirred at room temperature for 3 hours. To the mixture was 
added water ( 100ml) , and the mixture was extracted with ethyl 
5 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane= 3/1) to give 7-cyclohexyl-N- [ 4- 
1 0 ( die thoxyphosphoryl ) benzyl ] - 3 , 4 - dihydronaphthalene - 2 - 
carboxamide (85mg) as colorless crystals, 
mp 169-170^ 

Elemental Analysis for C 27 H 34 N0 4 P * 0 . 2H 2 0 
Calcd: C, 68.83; H, 7.32; N, 2.97. 
15 Found: C, 68.83; H, 7.34; N, 3.00. 

IR (KBr) cm" 1 : 3301, 2927, 1670, 1591, 1522, 1317, 1227, 1136, 
1053, 1026, 966 

*H NMR (200MHz, CDC1 3 ) 6 : 1.05-1.95 (16H, m) , 2.40-2.56 ( 1H , 
m), 2.60-2.73 (2H, m) , 2.80-3.00 (2H, m) , 4.00-4.22 (4H, 

20 m), 7.05-7.15 (3H, m) , 7.31 (1H, s), 7.68-7.88 (5H, m) . 
Reference Example 4 

In thionyl chloride (5.8ml) was dissolved 4-nitro- 
benzylphosphonic acid (1.50g) , and a drop of DMF were added 
to the mixture . The mixture was ref luxed for 5 hours , and 

25 thionyl chloride was evaporated under reduced pressure. 
The residue was dissolved in THF (15ml), and to the mixture 
was dropped a solution of ethylamine (excess amount) and 
pyridine (1.2ml) in acetonitrile (2ml) at -78*0. The 
reaction mixture was stirred at room temperature for 24 hours . 

30 The precipitates was filtered off, and the filtrate was 
concentrated. The residue was separated and purified with 
column chromatography (ethyl acetate/methanol=5/l ) to give 
N,N'-diethyl-p-(4-nitrobenzyl)-phosphondiamide (1.88g) as 
colorless crystals . 

35 mp 102-103*0 

Elemental Analysis for CnH^N^F 
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Calcd: C, 48.71; H, 6.69; N, 15.49. 
Found: C, 48.51; H, 6.40; N, 15.37. 

IR (KBr) cm" 1 : 3244, 2970, 1520, 1348, 1173, 1128, 966 
J H NMR (200MHz, DMSO-d 6 ) 6: 0.99 (6H, t, J=7.1Hz), 2.65- 
5 2.85 (4H, m), 3.11 (2H, d, J=18.8Hz), 3.99-4.15 (2H, m) , 
7.52 (2H, dd, J=2.2, 8.6Hz) , 8.15 (2H, d, J=8.6Hz). 
Reference Example 5 

In ethanol (20ml) was dissolved N,N 1 - diethyl -p- ( 4- 
nitrobenzyl)phosphondiajnide (1.71g), and 10% dried 

10 palladium on carbon (0.09g) was added to the solution. 
Under hydrogen atmosphere, the mixture was stirred at room 
temperature under atmospheric pressure for 72 hours. The 
palladium was filtered off, and the filtrate was 
concentrated. The residue was recrystallized from 

15 diisopropylether to give p-(4-aminobenzyl)-N,N* -diethyl - 
phosphondiamide (1.28g) as colorless crystals, 
mp 109-lllt: 

Elemental Analysis for C n H 2 oN 3 OP ' 0 . 1H 2 0 
Calcd: C, 54.35; H, 8.46; N, 17.29. 
20 Found: C, 54.39; H, 8.42; N, 17.00. 

IR (KBr) cm' 1 : 3205, 2968, 1518, 1408, 1182, 1122, 1074, 829, 
785 

l U NMR (200MHz, CDC1,) 6: 1.10 (6H, t, J-7.1Hz). 1.95-2.10 
(2H, m), 2.80-3.03 (6H, m) , 3.30-3.90 (2H, br) , 6.64 (2H, 
25 d, J=8.4Hz) , 7.07 (2H, d, J=8.4Hz). 
Reference Example 6 

In xylene (450ml) was dissolved 7-methoxy-l-tetralone 
(50. Og) under argon atmosphere. To the mixture was added 
aluminum chloride (75.7g) , and the mixture was refluxed for 
30 4.5 hours. The mixture was cooled to room temperature. To 
the mixture was added 3N hydrochloric acid (500ml) , and the 
mixture was extracted with ethyl acetate . The organic layer 
was separated and concentrated under reduced pressure. The 
residue was separated and purified with column 
35 chromatography (ethyl acetate) to give 7 -hydroxy- 1- 
tetralone (36.4g) as dark green crystals. 
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mp 162-163t; 

l H NMR (200MHz, CDC1 3 ) (5: 2.02-2.20 (2H, m) , 2.65 <2H, t, 
J=6.6Hz), 2.90 (2H, t, J=6.0Hz), 6.00-6.20 (1H, br) , 7.04 
(1H, dd. J=2.8, 8.4Hz), 7.16 (1H, d, J=8.4Hz), 7.61 (1H, 
5 d, J=2.8Hz). 

Reference Example 7 

In dichloromethane (500ml) were dissolved 7- 
hydroxy-l-tetralone (15.0g) and triethylarnine (38.9ml) 
under argon atmosphere, and to the mixture was added dropwise 
10 trif luoromethanesulfonic acid anhydride (15.6ml) at Ot:. 
The reaction mixture was stirred for 2 hours at oT , and 
to the mixture was added water (500ml) . The organic layer 
was separated, washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate and 
15 concentrated under reduced pressure. The residue was 

separated and purified with column chromatography (ethyl 
acetate/hexane=l/7) to give 7- ( trif luoromethanesulf oxy ) - 
1-tetralone (23. 3g) as pale brown oil. 

*H NMR (200MHz, CDC1 3 ) (5: 2.10-2.25 (2H, m) , 2.69 (2H, t, 
20 J=6.6Hz), 3.00 (2H, t, J=6.0Hz), 7.37 (2H, s), 7.91 (1H, 
s). 

Reference Example 8 

A mixture of 7- (trif luoromethanesulf oxy) -1-tetralone 
(23. 3g) , phenyl borate (11.8g) , potassium carbonate (21. 9g) , 
25 toluene (500ml) , ethanol (50ml) and water (50ml) was stirred 
for 30 minutes at room temperature under argon atmosphere, 
and to the mixture was added 

tetrakis(triphenylphosphine) palladium (3.66g). The 
mixture was refluxed for 20 hours and then cooled to room 

30 temperature. The organic layer was separated, washed with 
saturated sodium chloride solution, dried with anhydrous 
sodium sulfate, and concentrated under reduced pressure. 
The residue was separated and purified with column 
chromatography (ethyl acetate/toluene/hexane=l/5/5 ) to 

35 give 7 -phenyl- 1-tetralone (15.1g) as pale brown oil. 

*H NMR (200MHz, CDC1 3 ) 8 : 2.10-2.25 (2H, m) , 2.65-2.75 (2H, 
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m), 2.96-3.05 (2H, m) , 7.31-7.50 (4H, m) , 7.57-7.67 (2H, 
m), 7.73 (1H, dd, J=2.2, 8.0Hz), 8.30 (1H, d, J=2.2Hz). 
Reference Example 9 

A mixture of sodium methoxide (18.3g), dimethyl 
5 carbonate (107ml) and 7-phenyl-l-tetralone (15.1g) was 
refluxed for 30 minutes. The reaction mixture was cooled 
to 0*0 . To the mixture was gradually added 3N hydrochloric 
acid (200ml), and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 

10 chloride solution, dried with anhydrous sodium sulfate and 
concentrated under reduced pressure to give a brown solid. 
The solid was dissolved in dichloromethane (100ml) , and to 
the mixture was added sodium boron hydride (1.60g) at 0*C . 
To the mixture was added dropwise methanol (10ml) for 30 

15 minutes, and the reaction mixture was stirred for 4 hours 
at 0*C. To the mixture was added water (500ml), and the 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate and concentrated under reduced 

20 pressure. The residue was dissolved in methanol (45ml). To 
the mixture was added 2N sodium hydroxide (50ml), and the 
mixture was refluxed for 2 hours . The reaction mixture was 
cooled to room temperature, acidified with concentrated 
hydro-chloric acid and extracted with ethyl acetate. The 

25 organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The residue was 
dissolved in Diglyme (1,1' -oxybis[2-methoxyethane] ) (50ml), 
and to the mixture was added concentrated hydrochloric acid 

30 (10ml). The mixture was stirred for 2 hours at 100*0, and 
to the mixture was added water (500ml). The mixture was 
extracted with ethyl acetate, and the organic layer was 
washed with saturated sodium chloride solution and 
concentrated under reduced pressure. The residue was 

35 dissolved in IN sodium hydroxide (200ml), washed with 
diethylether , acidified by adding concentrated 
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hydrochloric acid to the aqueous layer and extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous sodium 
sulfate and concentrated under reduced pressure. The 
5 residue was recrystallized from ethanol-water to give 

7 -phenyl- 3 , 4-dihydronaphthalene-2-carboxylic acid (7.47g) 
as brown crystals, 
mp 204-208^ 

l H NMR (200MHz, CDC1 3 ) 6 : 2.61-2.73 (2H, m) , 2.88-3.00 (2H, 

10 m), 7.23-7.60 (8H, m) , 7.74 (1H, s). 
Reference Example 10 

In THF (250ml) was dissolved 4 -nitrobenzylbromide 
(25.0g), and to the mixture was added morpholine (25.2ml) 
at o'C. The reaction mixture was stirred for 15 hours at 

15 room temperature. To the mixture was added water (500ml), 
and the mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The residue was 

2 0 separated and purified with column chromatography (ethyl 
acetate) to give 4- (4-nitrobenzyl) morpholine (25. 5g) as 
pale yellow crystals . A portion of the crystals was 
recrystallized from diisopropylether to give pale yellow 
crystals which were used for various analyses, mp 79-80°C 

25 Elemental Analysis for CnH^N^ 

Calcd: C, 59.45; H, 6.35; N , 12.60. 
Found: C, 59.68; H, 6.25; N, 12.75. 

IR (KBr) cm" 1 : 3350, 1518, 1344, 1111, 1009, 864, 744 
l H NMR (200MHz, CDC1 3 ) <5 : 2.37-2.55 (4H, m) , 3.59 (2H, s), 
30 3.65-3.80 (4H, m) , 7.53 (2H, d, J=8.4Hz), 8.18 (2H, d, 
J=8.4Hz) . 

Reference Example 11 

In ethanol (300ml) was dissolved 4- ( 4-nitrobenzyl) - 
morpholine (25. 8g), and to the mixture was added dried 10% 
35 palladium on carbon (Pd-C) (l.OOg). Under hydrogen 

atmosphere, the mixture was stirred at room temperature 
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under atmospheric pressure for 20 hours . The palladium was 
filtered off, and the filtrate was concentrated. The 
residue was separated and purified with column 
chromatography (ethyl acetate) to give 4- ( 4-aminobenzyl) - 
5 morpholine (430mg) as pale yellow crystals, 
mp 98-99*0 

Elemental Analysis for C n H 16 N 2 0 
Calcd: C, 68.72; H, 8.39; N, 14.57. 
Found: C, 68.57; H, 8.25; N, 14.59. 
10 IR (KBr) cm" 1 : 3350, 2804, 1635, 1516, 1282, 1111, 1005, 860 
*H NMR (200MHz, CDC1,) 6 : 2.32-2.52 (4H, m) , 3.39 (2H, s), 
3. 45-3.80 (6H, m) , 6.64 (2H, d, J=8.2Hz), 7.09 (2H, d, 
J=8.2Hz) . 

Reference Example 12 

15 In THF (250ml) was dissolved 4-nitrobenzyl bromide 

(25. Og), and to the mixture was added pyrrolidine (24.1ml) 
at Ot: . The reaction mixture was stirred at room temperature 
for 60 hours. To the mixture was added water (500ml), and 
the mixture was extracted with ethyl acetate. The organic 

20 layer was washed with saturated sodium chloride solution, 
dried with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was separated and purified 
with column chromatography (ethyl acetate) to give 1- 
( 4-nitrobenzyl) pyrrolidine (23. 5g) as orange oil. 

25 l H NMR (200MHz, CDC1 3 ) <5 : 1 .75-1. 85 (4H, m) , 2.43-2.58 (4H, 
m), 3.71 (2H, s), 7.51 (2H, d, J=8.6Hz), 8.18 (2H, d, 
J=8.6Hz) . 

Reference Example 13 

In ethanol (100ml) was dissolved l-( 4-nitrobenzyl) - 

30 pyrrolidine (23. 5g) , and to the mixture was added dried 10% 
palladium on carbon (l.OOg). Under hydrogen atmosphere, 
the mixture was stirred at room temperature under 
atmospheric pressure for 20 hours. The palladium was 
filtered off, and the filtrate was concentrated. The 

35 residue was separated and purified with column 

chromatography (ethyl acetate/triethylamine =10/1) to give 
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1- ( 4 -aminobenzyl) pyrrolidine (8.54g) as orange oil. 
*H NMR (200MHz, CDC1 3 ) 6 : 1.60-1.90 (4H, m) , 2.35-2.55 (4H, 
m), 3.45-3.70 (4H, m) , 6.64 (2H, d, J=8.4Hz), 7.11 (2H, d, 
J=8. 4Hz) . 
5 Reference Example 14 

In THF (250ml) was dissolved 4-nitrobenzyl bromide 
(25.0g), and to the mixture was added 50% dimethylamine 
solution (29ml) at O'C. The reaction mixture was stirred 
at room temperature for 60 hours. To the mixture was added 

10 water (500ml), and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution; dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 

15 acetate) to give dimethyl- 4 -nitrobenzylamine (20. 7g) as 
orange oil. 

'H NMR (200MHz, CDC1 3 ) 6: 2.26 (6H, s), 3.52 (2H, s), 7.50 
(2H, d, J=8.8Hz), 8.19 (2H, d, J=8.8Hz). 
Reference Example 15 

20 In ethanol (100ml) was dissolved dimethyl- 4 -nitro- 

benzylamine (20.7g) , and to the mixture was added dried 10% 
palladium on carbon (l.OOg). Under hydrogen atmosphere, 
the mixture was stirred at room temperature under 
atmospheric pressure for 20 hours. The palladium was 

25 filtered off, and the filtrate was concentrated. The 
residue was separated and purified with column 
chromatography (ethyl acetate) to give 4- aminobenzyl - 
dimethylamine (8.75g) as pale yellow oil. 
J H NMR (200MHz, CDC1 3 ) (5: 2.21 (6H, s), 3.31 (2H, s), 

30 3.53-3.70 (2H, br) , 6.65 (2H, d, J=8.4Hz), 7.08 (2H, d, 
J=8.4Hz) . 

Reference Example 16 

In THF (250ml) was dissolved 3-nitrobenzyl chloride 
(25. Og), and to the mixture was added piperidine (36ml). 
35 The reaction mixture was stirred at room temperature for 
20 hours. To the mixture was added water (500ml), and the 
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mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was separated and purified 
5 with column chromatography (ethyl acetate) to give 1- 
( 3 -nitrobenzyl) piperidine (32.2g) as pale yellow oil. 
l H NMR (200MHz, CDC1 3 ) (5 : 1.40-1 .66 ( 6H, m) , 2.33-2.44 (4H, 
m) , 3.54 (2H, s) , 7.47 (1H, t, J*8.0Hz) , 7.67 (1H, d, J=8.0Hz) , 
8.10 (1H, d, J=8.0Hz), 8.20 (1H, s). 
10 Reference Example 17 

In ethanol (100ml) was dissolved 1- ( 3-nitrobenzyl) - 
piperidine (32.2g) , and to the mixture was added dried 10% 
palladium on carbon (1.61g). Under hydrogen atmosphere, 
the mixture was stirred at room temperature under 
15 atmospheric pressure for 24 hours. The palladium was 
filtered off, and the filtrate was concentrated. The 
residue was recrystallized from diisopropylether-hexane to 
give l-(3-aminobenzyl)piperidine (15.8g) as colorless 
crystals . 
20 mp 109-HOt: 

Elemental Analysis for C 12 H 18 N 2 
Calcd: C, 75.74; H, 9.53; N r 14.72. 
.Found: C, 75.81; H, 9.13; N, 14.87. 
IR (KBr) cm" 1 : 3398, 3184, 2948, 1643, 1606, 1454, 1302, 1101, 
25 995, 795, 775, 698 

*H NMR (200MHz, CDC1 3 ) 6 : 1.35-1.65 (6H, m) , 2.25-2.45 (4H, 
m), 3.38 (2H, s), 3.50-3.75 ( 2H , br ) , 6 . 57 ( 1H , br d , J=7.9Hz), 
6.65-6.75 (2H, m) , 7.08 (1H, t, J=7.9Hz). 
Reference Example 18 
30 In DMF (100ml) was dissolved 4- ( 2-bromoethyl) nitro- 

benzene (25.0g) , and to the solution were added piperidine 
(12.9ml) and potassium carbonate (18.0g). The mixture was 
stirred at 70*C for 15 hours, and to the mixture was added 
water (900ml) , and then the mixture was extracted with ethyl 
35 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
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concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate) to give 1 - [ 2- ( 4 -nitro- phenyl ) ethyl ] piperidine 
(24. 8g) as orange oil. 
5 *H NMR (200MHz, CDC1 3 ) (5 : 1.39-1.75 (6H, m) , 2.35-2.65 (6H, 
m) , 2.85-3.00 (2H, m) , 7.36 (2H, d, J=8.8Hz), 8.14 (2H, 
d, J=8.8Hz) . 
Reference Example 19 

In ethanol (100ml) was dissolved 1- [ 2- ( 4-nitro- 

10 phenyl) ethyl] piperidine (24. 8g), and to the mixture was 
added dried 10% palladium on carbon ( 1 . 24g) . Under hydrogen 
atmosphere, the mixture was stirred at room temperature 
under atmospheric pressure for 86 hours. The palladium was 
filtered off, and the filtrate was concentrated to give 

15 l-[ 2- (4-aminophenyl) ethyl] -piperidine (21. 7g) as pale 
brown oil. 

'H NMR (200MHz, CDC1 3 ) 6: 1.40-1.80 (6H, m), 2.35-2.60 (6H, 
m), 2.60-2.80 (2H, m) , 3.40-3.70 (2H, br ) , 6.62 (2H, d, 
J=8.4Hz), 7.00 (2H, d, J=8.4Hz). 

20 Reference Example 20 

In methanol (35ml) was dissolved 7-phenyl-3 , 4- 
dihydro-naphthalene-2-carboxylic acid (1.50g), and to the 
mixture was added concentrated sulfuric acid (0.1ml), and 
then the mixture was ref luxed for 9 hours . The reaction 

25 mixture was cooled to room temperature, and to the mixture 
was added 5% sodium hydrogen carbonate solution, and then 
the mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution, 
dried with anhydrous sodium sulfate, and concentrated under 

30 reduced pressure. The residue was dissolved in ethyl 

acetate (100ml), and to the mixture was added activated 
manganese dioxide (9g). The mixture was refluxed for 48 
hours and then cooled to room temperature. The manganese 
dioxide was filtered off, and the filtrate was concentrated. 

35 The residue was dissolved in methanol (15ml), and to the 
mixture was added IN sodium hydroxide (10ml) . The mixture 
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was refluxed for 4 hours and then cooled to room temperature. 
The mixture was acidified with dilute hydrochloric acid, 
and extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
5 anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give 7-phenylnaphthalene-2- 
carboxylic acid (783mg) as colorless crystals, 
mp 244-245^ 
10 Elemental Analysis for C 17 H 12 0 2 
Calcd: C, 82.24; H, 4.87. 

Found: C, 82.10; H, 4.85. ) 
IR (KBr) cm' 1 : 3053, 1701, 1684, 1429, 1302, 860, 756, 696 

J H NMR (200MH2, CDC1 3 ) 6: 1 3**-** " Mu m\ n nr\_n nn I 

15 m), 7.86-8.02 (3H f m) , 8.10-8.20 (2H, m) , 8.77 (1H, s). 
Reference Example 21 

To a solution of 4-nitrobenzylalcohol (4.59g) in 
methanol (300ml) was added copper chloride (I) (17.8g) at 
room temperature, and then was gradually added potassium 

20 boron hydride (11.3g) for 40 minutes. The reaction mixture 
was stirred at room temperature for 2 hours and concentrated 
under reduced pressure . To the residue was added water, and 
the mixture was extracted with ethyl acetate. The organic 
layer was dried with anhydrous sodium sulfate, and 

25 concentrated under reduced pressure. The residue was 

separated and purified with column chromatography (ethyl 
acetate/hexane=3/l) to give 4-aminobenzylalcohol (1.31g) 
as pale yellow crystals, 
mp 53-55*0 
30 Elemental Analysis for C 7 H 9 NO 

Calcd: C, 68.27; H, 7.37; N, 11.37. 
Found: C, 68.43; H, 7.43; N, 11.49. 

IR (KBr) cm* 1 : 3375, 3219, 1614, 1514, 1470, 1259, 1041, 854, 
827, 748, 509 

35 l HNMR (200MHz, CDC1,) <5 : 3.50-3.85 (2H, br) , 4.56 (2H, s), 
6.68 (2H, d, J=8.4Hz), 7.17 (2H, d, J=8.4Hz). 
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Reference Example 22 

In THF (10ml) was dissolved 7 -phenyl- 3 , 4-dihydro- 
naphthalene-2-carboxylic acid (500mg), and to the solution 
were added oxalyl chloride (262 Ml) and a drop of DMF. The 
5 mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
dissolved in DMF (5ml) . and to the mixture was dropwise added 
a solution of 4-aminobenzylalcohol (246mg) in pyridine 
(10ml) at Ot:. The reaction mixture was stirred at ot: for 

10 3 hours. To the mixture was added water (500ml), and then 
the mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution, 
dried with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was recrystallized from 

15 ethyl acetate- acetone to give N- [ 4 - ( hydroxymethyl ) phenyl ] - 

7-phenyl-3,4-dihydronaphthalene-2-carboxamide (486mg) as 
pale brown crystals, 
mp 207-210 < C 

Elemental Analysis for C 24 H 2l N0 2 • 0 . 5H a O 
20 Calcd: C. 79.10; H, 6.08; N, 3.84. 
Found: C, 79.35; H, 5.97; N, 3.86. 

IR (KBr) cm' 1 : 3332, 1651, 1618. 1597, 1527, 1412, 1317, 831, 
764. 700 

l HNMR (200MHz. DMSO-d.) 6 : 2.50-2.66 (2H. m) , 2.80-2.95 ( 2H . 
25 m), 4.46 (2H. s). 7.23-7.72 (13H. m) , 9.91 (1H, s). 
Reference Example 23 

Under argon atmosphere, a mixture of 7- ( trif luoro- 
methanesulf oxy ) - 1 - tetralone ( 9 . 0 2 g ) , 4 -me thylphenyl 
borate (5.00g), potassium carbonate (8.46g), toluene 
30 (300ml), ethanol (30ml) and water (30ml)was stirred at room 
temperature for 30 minutes, and to the mixture was added 
tetrakis(triphenylphosphine) palladium (1.06g). The 
mixture was ref luxed for 1 4 hours . The reaction mixture was 
cooled to room temperature . The organic layer was separated , 
dried with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was separated and purified 
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with column chromatography (ethyl acetate/toluene=l/10 ) to 
give 7-(4-methylphenyl)-l-tetralone (5.23g) as colorless 
crystals, 
mp 86-87*0 
5 Elemental Analysis for C l7 Hi 6 0 
Calcd: C, 86.41; H, 6.82. 
Found: C, 86.30; H, 6.69. 

IR (KBr) cm' 1 : 2947, 1682, 1606, 1489, 1435, 1323, 1223, 1178, 
810 

10 l H NMR (200MHz, CDC1 3 ) <5 : 2.10-2.24 (2H, m) , 2.39 (3H, s), 
2.69 (2H, t, J=6.6Hz), 3.00 (2H, t, J=6.0Hz), 7.21-7.35 (3H, 
m), 7.52 (2H, d, J=8.4Hz), 7.71 (1H, dd, J=2.2, 8 . 2Hz ) , 8.27 
(1H, d, J=2.2Hz). 
erence Example 24 
15 Under argon atmosphere, a mixture of 7- ( trif luoro- 

methanesulf oxy ) - 1 - t etralone ( 1 7 . 5g ) , 4 - f luorophenyl 
borate (lO.Og), potassium carbonate (16.6g), toluene 
(500ml), ethanol (50ml) and water (50ml) was stirred at room 
temperature for 30 minutes, and to the mixture was added 

20 tetrakis( triphenylphosphine) palladium (2.08g). The 

mixture was ref luxed for 14 hours . The reaction mixture was 
cooled to room temperature . The organic layer was separated, 
dried with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was separated and purified 

25 with column chromatography (ethyl acetate/ toluene=l/ 10 ) to 
give 7- ( 4-f luorophenyl) -1-tetralone (13.8g) as brown oil. 
J H NMR (200MHz, CDC1 3 ) 6: 2.10-2.24 (2H, m) . 2.70 (2H, t, 
J=6.6Hz), 3.01 (2H, t, J=6.0Hz), 7.07-7.19 (2H, m) , 7.30 
(1H, d, J=7.6Hz), 7.53-7.62 (2H, m),7.67 (1H, dd, J=2.2, 

30 8.2Hz), 8.23 (1H, d, J=2.2Hz). 
Reference Example 25 

A mixture of sodium methoxide (5.63g), dimethyl 
carbonate (33ml) and 7- ( 4-methylphenyl) -1-tetralone 
(4.93g) was ref luxed for 30 minutes. The reaction mixture 

35 was cooled to 0*0, and to the mixture was gradually added 
3N hydrochloric acid ( 80ml ) . The mixture was extracted with 
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ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous sodium 
sulfate, and concentrated under reduced pressure. The 
residue was dissolved in THF (30ml), and to the mixture was 
5 added sodium boron hydride (494mg) at 0^2 and then was 
dropwise added methanol (3ml) for 30 minutes. The reaction 
mixture was stirred at 0*C for 4 hours, and to the mixture 
was added water (500ml). The mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 

10 sodium chloride solution, dried with anhydrous sodium 
sulfate, and concentrated under reduced pressure. The 
residue was dissolved in methanol (20ml) , and to the mixture 
was added IN sodium hydroxide (20ml). The mixture was 
refluxed for 4 hours, cooled, acidified with concentrated 

15 hydrochloric acid, and extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
dissolved in Diglyme (20ml), and to the mixture was added 

20 concentrated hydrochloric acid (4ml). The mixture was 

stirred at 100*0 for 2 hours, and to the mixture was added 
water ( 500ml ) . The mixture was extracted with ethyl acetate . 
The organic layer was washed with saturated sodium chloride 
solution, and concentrated under reduced pressure. The 

25 residue was dissolved in 0.5N sodium hydroxide (400ml) , and 
the mixture was washed with diethylether . The aqueous layer 
was separated and acidified with concentrated hydrochloric 
acid. The mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 

30 solution, dried with anhydrous sodium sulfate, and 

concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-diisopropylether to give 
7 - ( 4 -methyl - phenyl ) - 3 , 4 - dihydronaphthalene - 2 - carboxylic 
acid (1.96g) as pale brown crystals. 

35 mp 230-231*0 

Elemental Analysis for C i6 H 16 0 2 
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Calcd: C, 81.79; H, 6.10. 
Found: C, 81.62; H, 6.11. 

IR (KBr) cm- 1 : 3023, 2908, 1697, 1682, 1626, 1431, 1300, 928, 
810 

5 'HNMR (200MHz, CDC1.) (5: 2.40 (3H, s), 2.61-2.71 (2H, m) , 
2.89-2.98 (2H, m) , 7.22-7.28 (3H, m) , 7.45-7.51 (4H, m) , 
7.73 (1H, s). 
Reference Example 26 

A mixture of sodium methoxide (15.5g), dimethyl 
10 carbonate (91ml) and 7- (4-f luorophenyl) -1-tetralone 

(13.8g) was refluxed for 30 minutes. The reaction mixture 
was cooled to ot:, and to the mixture was gradually added 
3N hydrochloric acid ( 200ml ) . The mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
15 sodium chloride solution, dried with anhydrous sodium 
sulfate, and concentrated under reduced pressure. The 
residue was dissolved in THF (90ml) , and to the mixture was 
added sodium boron hydride (1.36g) at oX: and then was 
dropwise added methanol (9ml) for 30 minutes. The reaction 
20 mixture was stirred at 0*0 for 4 hours, and to the mixture 
was added water (500ml). The mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, and concentrated under reduced 
pressure . The residue was dissolved in methanol ( 80ml ) , and 
25 to the mixture was added IN sodium hydroxide (100ml). The 
mixture was refluxed for 4 hours and cooled to room 
temperature. The mixture was acidified with concentrated 
hydrochloric acid and extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
30 solution, dried with anhydrous sodium sulfate, and 

concentrated under reduced pressure. The residue was 
dissolved in Diglyme (50ml), and to the mixture was added 
concentrated hydrochloric acid (10ml). The mixture was 
stirred at 100*0 for 2 hours, and to the mixture was added 
35 water ( 500ml ) . The mixture was extracted with ethyl acetate . 
The organic layer was washed with saturated sodium chloride 
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solution, and concentrated under reduced pressure. The 
residue was dissolved in 0.5N sodium hydroxide (400ml) , and 
the mixture was washed with diethylether . The aqueous layer 
was separated, acidified with concentrated hydrochloric 
5 acid and extracted with ethyl acetate. The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give 7- ( 4-f luorophenyl) - 
10 3,4-dihydronaphthalene-2-carboxylic acid (6.01g) as pale 
brown crystals, 
mp 213-214^ 

Elemental Analysis for C 17 H 13 0 2 F 
Calcd: C, 76.11; H, 4.88. 
15 Found: C, 76.02; H, 4.97. 

IR (KBr) cm' 1 : 2953, 1695, 1518, 1431, 1300, 1281, 1246, 930, 
824 

*H NMR (200MHz, CDC1 3 ) 6: 2.61-2.72 ( 2H , m) , 2.90-2.99 (2H, 
m), 7.08-7.19 (2H, m) , 7.23-7.29 (1H, m) , 7.41-7.58 ( 4H , 

20 m), 7.72 (1H, s). 

Reference Example 27 

To a mixture of N- [ 4- (hydroxyrnethyl) phenyl] -7- 
phenyl -3,4- dihydronaphthalene - 2 - carboxamide ( 5 6 6mg ) , 
lithium chloride (135mg), triethylamine (446M1) and 

25 dichloromethane (50ml) was added methanesulf onyl chloride 
(172/il), and the mixture was stirred at room temperature 
for 2 hours. To the reaction mixture was added dilute 
hydrochloric acid. The organic layer was separated, washed 
with saturated sodium chloride solution, dried with 

30 anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-hexane to give N- [ 4 - ( chloromethyl ) phenyl ] - 7 - 

phenyl-3,4-dihydronaphthalene-2-carboxamide (494mg) as 
colorless crystals . 
35 mp 176-177'C 

Elemental Analysis for C 24 H 20 NOC1 
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Calcd: C, 77.10; H, 5.39; N, 3.75. 
Found: C f 76.95; H, 5.47; N, 3.82. 

IR (KBr) cm* 1 : 3327, 1649, 1618, 1527, 1412, 1317, 831, 764, 
700 

5 *HNMR (200MHz, DMSO-d 6 ) <5 : 2 . 55- 2 . 68 ( 2H , m) , 2 . 85-2 . 95 ( 2H, 
m), 4.74 (2H, s), 7.30-7.80 (13H, m) , 10.05 (1H, s). 
Reference Example 28 

A mixture of 4-nitrobenzylalcohol(10.0g) , tert- 
butyl-dimethylsilyl chloride (11. 8g) , imidazole (11. 2g) 

10 and DMF ( 50ml ) was stirred at room temperature for 1 . 5 hours . 
To the mixture was added water (500ml) , and the mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 

15 pressure. The residue was separated and purified with 

column chromatography (ethyl acetate/hexane= 1/7) to give 
tert-butyldimethyl-4-nitrobenzyloxysilane (17. 5g) as pale 
yellow oil. 

*H NMR (200MHz, CDC1 3 ) 6: 0.13 (6H, s), 0.96 (9H, s), 4.83 
20 (2H, s), 7.48 (2H, d, J=8.6Hz), 8.20 (2H, d, J=8.6Hz). 
Reference Example 29 

In ethanol (80ml) was dissolved tert-butyldimethyl- 
4-nitrobenzyloxysilane ( 16 . 5g) , and to the mixture was added 
dried 5% palladium on carbon (0.83g). Under hydrogen 
25 atmosphere, the mixture was stirred at room temperature 
under atmospheric pressure for 7 . 5 hours . The palladium was 
filtered off, and the filtrate was concentrated. The 
residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l/4 ) to give 4- 
30 aminobenzyloxy-tert-butyldimethylsilane ( 13 . 8g) as 
colorless oil. 

IR (neat) cm* 1 : 3359, 2954, 2856, 1626, 1518, 1471, 1375, 
1257, 1072, 837, 777 

'H NMR (200MHz, CDC1 3 ) <5 : 0.07 (6H, s), 0.92 (9H, s), 
35 3.50-3.70 (2H, br) , 4.62 (2H, s), 6.65 (2H, d, J=8.4Hz), 
7.11 (2H, d, J=8.4Hz). 
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Reference Example 30 

In THF (60ml) was dissolved 7- ( 4-methylphenyl) - 
3, 4 -dihydro -naphthalene- 2 -carboxylic acid (4.02g) . To the 
solution were added oxalyl chloride (1.99ml) and a drop of 
5 DMF , and the mixture was stirred at room temperature for 
1 hour and concentrated under reduced pressure . The residue 
was dissolved in THF (30ml) , and to the mixture was dropwise 
added a solution of 4-amino-benzyloxy-tert-butyldimethyl- 
silane (3.97g) and triethylamine (2.56ml) in THF (30ml) at 
10 room temperature. The reaction mixture was stirred at room 
temperature for 19 hours. To the mixture was added water 
(300ml) , and the mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
15 concentrated under reduced pressure. The residue was 

separated and purified with column chromatography (ethyl 
acetate/toluene/ hexane=l/5/5 ) . The resulting oil was 
dissolved in acetone (60ml), and to the mixture was added 
6N hydrochloric acid ( 2ml) . The mixture was stirred at room 
20 temperature for 30 minutes. To the reaction mixture were 
added 0.5% sodium hydroxide (500ml) and diisopropylether 
(200ml), and the mixture was stirred at room temperature 
for 5 minutes . The resulting precipitate s was filtered and 
recrystallized from acetone-diisopropylether to give N- 
25 [ 4 - ( hydroxy -methyl ) phenyl ] - 7 - ( 4-methylphenyl ) - 3 , 4 - 

dihydro- naphthalene- 2 -carboxamide (4.54g) as pale brown 

crystals. 

mp 219-220^ 

Elemental Analysis for C 2i H l3 U0 2 
30 Calcd: C, 81.27; H, 6.27; N, 3.79. 
Found: C, 81.23; H.5.99; N, 3.80. 

IR (KBr ) cm 1 : 3315, 1647, 1618, 1597, 1531. 1414, 1321, 810 
'HNMR (200MHz, DMSO-d e ) 6 : 2.35 (3H, s), 2.55-2.65 (2H, m) , 
2.83-2.93 (2H, m) , 4.46 (2H, d, J=5.6Hz). 5.13 (1H, t. 
35 J=5.6Hz). 7.23-7.33 (5H, m) , 7.44-7.58 (5H. m) , 7.69 (2H. 
d, J=8.4Hz), 9.93 (1H, s) . 



■ISDOCID- <WO 9932ie8A1 | , 



WO 99/32468 



78 



PCT/JP98/05707 



Reference Example 31 

To a mixture of N-[4-(hydroxymethyl)phenyl]-7-(4- 
me t hylpheny 1 ) - 3 , 4 - dihydronaph thalene - 2 - carboxamide 
(2.20g), lithium chloride (505mg), triethylamine (1.67ml), 
5 DMAP [ 4-dimethylaminopyridine] (catalytic amount) and 
dichloromethane (200ml) was added methanesulf onyl chloride 
(645 Ml), and the mixture was stirred at room temperature 
for 42 hours and concentrated under reduced pressure. To 
the residue was added 0.5N hydrochloric acid (200ml), and 

10 the mixture was extracted with ethyl acetate. The organic 
layer was dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-hexane to give N-[4- 
{ chloromcthyl ) -phenyl ] - 7 - ( 4 -me t hylpheny 1 ) - 3 , 4 - 

15 dihydronaph thalene- 2 -carboxamide (973mg) as colorless 
crystals . 
mp 178-179T; 

Elemental Analysis for C 2S H 22 N0C1 
Calcd: C, 77.41; H, 5.72; N, 3.61. 

20 Found: C, 77.34; H, 5.89; N, 3.65. 

IR (KBr) cm* 1 : 3332, 1651, 1620, 1529, 1412, 1319, 812 
X H NMR (200MHz, DMSO-d<) 6 : 2.35 (3H, s) , 2.55-2.68 (2H, m) , 
2.83-2.93 (2H, m) , 4.74 (2H, s), 7.24-7.60 (10H, m) , 7.76 
(2H, d, J=8.6Hz), 10.04 (1H, s). 

25 Reference Example 32 

Under argon atmosphere, 6-methoxy-l-indanone (lO.Og) 
was dissolved in xylene ( 100ml) , and to the mixture was added 
aluminum chloride (16.4g) . The mixture was refluxed for 2 
hours and then cooled to room temperature. To the mixture 

30 was added 3N hydrochloric acid (100ml) , and the mixture was 
extracted with ethyl acetate . The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was separated and purified with 

35 column chromatography (ethyl acetate) to give 6-hydroxy- 
1-indanone (7.36g) as pale brown crystals. 
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l H NMR (200MHz, CDC1,) 6: 2. 67-2. 76 (2H, m) . 3,02-3.11 (2H, 
m), 5.61 (1H, s), 7.10-7.21 (2H, m) , 7.36 (1H, d, J=8.0Hz). 
Reference Example 33 

Under argon atmosphere, 6 -hydroxy- 1-indanone (7.36g) 
5 and triethylamine (20.9ml) were dissolved in dichloro- 
methane (120ml), and to the mixture was dropwise added 
trif luoromethanesulf onic acid anhydride (8.78ml) at oV, . 
The reaction mixture was stirred at ot^ for 1 hour, and to 
the mixture was added water (200ml) . The organic layer was 

10 separated, washed with water, dried with anhydrous sodium 
sulfate and concentrated under reduced pressure. The residue 
was separated and purified with column chromatography ( ethyl 
acetate/hexane=l/4) to give 6- ( trif luoromethane- 
sulf oxy) - 1-indanone (ll.Sg) as brown oil. 

15 *H NMR (200MHz, CDC1 3 ) <5 : 2.75-2.83 (2H, m) , 3.17-3.24 ( 2H , 
m), 7.50 (1H, dd, J=2.4, 8.4Hz), 7.60 (1H, d, J=8.4Hz), 7.64 
(1H, d, J=2.4Hz). 
Reference Example 34 

Under argon atmosphere, a mixture of 6- ( trif luoro- 

20 methanesulf oxy ) -1-indanone (ll.Sg), 4 -methylphenyl borate 
(6.69g), potassium carbonate (11. 3g) , toluene (400ml), 
ethanol (40ml) and water (40ml) was stirred at room 
temperature for 30 minutes, and to the mixture was added 
tetrakis( triphenylphosphine) palladium (1.42g) . The 

25 mixture was refluxed for 17 hours and cooled to room 

temperature. The organic layer was separated, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was separated and purified with column 
chromatography (ethyl acetate/ toluene=l/ 10 ) and 

30 recrystallized from ethyl acetate-hexane to give 6- (4- 

methylphenyl) -1-indanone (5.20g) as pale brown crystals, 
mp 121-122 < £ 

Elemental Analysis for C 16 H 14 0 
Calcd: C, 86.45; H, 6.35. 
35 Found: C, 86.46; H,6.23. 

IR (KBr) cm' 1 : 1703, 1614, 1483, 1448, 1404, 1304, 814 
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J H NMR (200MHz, CDC1 3 ) 6: 2.40 (3H, s), 2.70-2.79 (2H, m) , 
3.13-3.22 (2H, m), 7.23-7.29 (2H, m) , 7.48-7.57 (3H, m) , 
7.83 (1H, dd, J-1.8. 8.0Hz) r 7.96 (1H, s). 
Reference Example 35 
5 A solution of 6- ( 4-methylphenyl) -1-indanone (4.97g) 

in THF (33ml) was dropwise added to a refluxed mixture of 
60% sodium hydride (3.2 6g), potassium hydride (catalytic 
amount), dimethyl carbonate (6.65ml) and THF (100ml), and 
the mixture was refluxed for 6 hours. The reaction mixture 
10 was cooled to 0*0, and to the mixture was gradually added 
2N hydrochloric acid (150ml). The mixture was extracted 
with ethyl acetate, and the organic layer was washed with 
saturated sodium chloride solution, dried with anhydrous 
sodium sulfate., and concentrated under reduced pressure, 
15 The residue was separated and purified with column 

chromatography (ethyl acetate/ toluene=l/3 ) to give a brown 
solid. The solid was dissolved in dichloromethane (100ml) , 
and to the mixture was added sodium boron hydride (391mg) 
at 0*C and then was dropwise added methanol (10ml). The 
20 reaction mixture was stirred at O'Cfor 1.5 hours, and to the 
mixture was added water (500ml) . The mixture was extracted 
with ethyl acetate, and the organic layer was washed with 
saturated sodium chloride solution, dried with anhydrous 
sodium sulfate, and concentrated under reduced pressure. 
25 The residue was dissolved in methanol (30ml), and to the 
mixture was added IN sodium hydroxide (40ml) . The mixture 
was refluxed for 2 hours and cooled to room temperature. 

To the mixture was added water, and the mixture was washed 
with diethylether. The aqueous layer was acidified with 
30 concentrated hydrochloric acid and extracted with ethyl 
acetate. The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
dissolved in Diglyme (30ml), and to the mixture was added 
35 concentrated hydrochloric acid (6ml). The mixture was 

stirred at 100*0 for 2 hours, and to the solution were added 
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0.5% sodium hydrogen carbonate solution (500ml) and 
hexane ( 500ml ) . The resulting precipitate was filtered to 
give 5-(4-methylphenyl)-indene-2-carboxylic acid (2.72g) 
as brown crystals, 
5 mp 226-229t:(decomp. ) 

Elemental Analysis for C l7 Hi 4 0 2 • 0 . 1H 2 0 
Calcd: C, 80.99; H, 5.68. 
Found: C, 80.92; H,5.55. 

IR (KBr) cm* 1 : 2999, 1670, 1572, 1259, 808 
10 1 H NMR (200MHz, DMSO-d 6 ) 6 : 2.35 (3H, s), 3.63-3.70 (2H, m) , 
7.28 (2H, d, J=8.0Hz), 7.53-7.73 (5H, m) , 7.83 (1H, d, 
J=6.0Hz) . 

Reference Example 36 

A mixture of hexamethyleneimine (15.0g), ethyl iodide 

15 (14.5ml), potassium carbonate (31.3g) and ethanol (300ml) 
was ref luxed for 6 hours and concentrated under reduced 
pressure. To the residue was added diethylether , and 
insoluble material was filtered off . The filtrate was under 
reduced pressure to give 1-ethylperhydroazepine ( 4 . 56g) as 

20 colorless oil. 

bp 73-76 e C/70mmHg 

IR (neat) cm' 1 : 2927, 1452, 1352, 1190, 1140, 1093 

l H NMR (200MHz, CDC1 3 ) 5: 1.05 (3H, t, J = 7.2Hz), 1.55-1.72 

(8H, m) , 2.47-2.65 (6H, m) . 

25 Reference Example 37 

A mixture of hexamethyleneimine (15. Og), 1-propyl 
iodide (29.5ml), potassium carbonate (31. 3g) and ethanol 
(300ml) was ref luxed for 42 hours and concentrated under 
reduced pressure. To the residue was added diethylether, 

30 and insoluble material was filtered off. The filtrate was 
under reduced pressure to give 1-propylperhydroazepine 
(2.50g) as colorless oil. 
bp 70-74 £ C/50mmHg 

IR (neat) cm' 1 : 2926, 1749, 1458, 1375, 1259, 1184, 1138, 
35 1082 

1 H NMR (200MHz, CDC1 3 ) 6: 0.87 (3H, t, J=7.5Hz), 1.40-1.80 
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(10H, m), 2.36-2.46 (2H, m) , 2.55-2.67 (4H, m) . 
Reference Example 38 

A mixture of heptamethyleneimine (lO.Og) , ethyl iodide 
(8.48ml), potassium carbonate (18. 3g) and ethanol (200ml) 
5 was refluxed for 13 hours and concentrated under reduced 
pressure. To the residue was added diethylether , and 
insoluble material was filtered off . The filtrate was under 
reduced pressure to give 1-ethylperhydroazocine (2.29g) as 
colorless oil. 
10 bp 76-78t:/40mmHg 

IR (neat) cm' 1 : 2920, 1475, 1446, 1371, 1252, 1225, 1161, 
1093 

l HNMR (200MHz, CDC1 3 ) <5 : 1.03 (3H, t, J=6.9Hz), 1.48-1.72 
(10H ; m), 2,42-2,60 (6H.- m) . 
15 Reference Example 39 

Under argon atmosphere, a mixture of methyl (E)-3- 
(trifluoromethanesulfoxy)cinnamate (9.00g) , 4-methyl- 
phenyl borate (4.73g), potassium carbonate (8.02g), toluene 
(300ml) , ethanol (30ml) and water (30ml) was stirred at room 
20 temperature for 30 minutes. To the mixture was added 
tetrakis(triphenylphosphine) palladium (l.oig), and the 
mixture was refluxed for 24 hours . The reaction mixture was 
cooled to room temperature, and the organic layer was 
separated, dried with anhydrous sodium sulfate, and 
25 concentrated under reduced pressure. The residue was 

separated and purified with column chromatography (ethyl 
acetate/toluene/hexane=l/5/5) to give colorless oil, which 
was dissolved in methanol (50ml) . To the mixture was added 
IN sodium hydroxide (50ml), and the mixture was refluxed 
30 for 1 hour. The reaction mixture was cooled to room 

temperature, acidified with concentrated hydro -chloric 
acid and extracted with ethyl acetate. The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate, and concentrated under 
35 reduced pressure. The residue was recrystallized from 
ethyl acetate-diisopropylether to give (E) -3- (4 -methyl- 
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phenyl Jcinnamic acid (5.15g) as colorless crystals . 
mp 192-194t: 

Elemental Analysis for C 16 H l4 0 2 • 0 . 1H 2 0 
Calcd: C, 80.04; H, 5.96. 
5 Found: C, 80.13; H, 5.94. 

IR (KBr ) cm" 1 : 2922, 1687, 1628, 1435, 1321, 1282, 1225, 798 
l H NMR (200MHz, CDC1 3 ) 6 : 2 . 41 ( 3H , s ) , 6 . 52 ( 1H , d, J=16.0Hz) , 
7.23-7.30 (2H, m) , 7.40-7.53 (4H, m) , 7.56-7.65 (1H, m) , 
7.73 <1H, s), 7.85 (1H, d, J=16.0Hz). 
10 Reference Example 40 

In THF (50ml) was dissolved ( E ) - 3 - ( 4 -methylphenyl ) - 
cinnamic acid (5.00g) , and to the solution were added oxalyl 
chloride ( 2 . 38ml) and a drop of DMF. The mixture was stirred 
at room temperature for 1 hour and concentrated under reduced 
15 pressure. The residue was dissolved in THF (50ml), and to 
the mixture were added 4-aminobenzyloxy- tert-butyl- 
dimethylsilane (5.48g) and triethylamine (3.53ml) at room 
temperature. The reaction mixture was stirred at room 
temperature for 3 hours, and to the mixture was added water 
20 (200ml) . The mixture was extracted with ethyl acetate, and 
the organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography ( ethyl 
25 acetate/toluene/hexane=l/5/5) to give oil, which was 

dissolved in acetone (50ml). To the mixture was added 6N 
hydrochloric acid (1ml) , and the mixture was stirred at room 
temperature for 30 minutes. To the reaction mixture were 
added 0.5% sodium hydroxide (500ml) and diisopropylether 
30 (200ml), and the mixture was stirred at room temperature 
for 5 minutes. The resulting precipitate was filtered and 
recrystallized from acetone-diisopropylether to give 
(E) -N- [ 4- ( hydroxymethyl ) -phenyl ] - 3 - ( 4 -methylphenyl ) - 
cinnamamide (6.18g) as pale yellow crystals. 
35 mp 220-223*C 

Elemental Analysis for C 23 H 21 N0 2 



WO 99/32468 PCT/JP98/05707 

84 

Calcd: C, 80.44; H, 6.16; N, 4.08. 
Found: C f 80.12; H, 6.15; N, 4.00. 

IR (KBr) cm" 1 : 3294, 1662, 1624, 1603, 1541, 1516, 1414, 1346, 
1250, 1184, 999, 787 
5 *H NMR (200MHz, DMSO-d 6 ) 6 : 2.36 (3H, s), 4.46 (2H, s), 6.93 
(1H, d, J=15.4Hz), 7.22-7.33 (4H, m), 7.46-7.71 (8H, m) , 
7.89 (1H, s) , 10.18 (1H, s) . 
Reference Example 41 

To a mixture of (E)-N-[4-( hydroxymethyl ) phenyl ] - 3 - 
10 (4-methylphenyl)cinnamamide (3.00g), lithium chloride 

(741mg), triethylamine (3.06ml), DMAP ( catalytic amount) 
and dichloro -methane (300ml) was added methanesulf onyl 
chloride (1.15ml), and the mixture was stirred at room 

f amndyafm-o -P/-\«r- 1*3 K An -*~ fPn 4- W. * « 4. ^ _• _ _ j _ j j _ j 

15 4N hydrochloric acid ethyl acetate solution (3.3ml), and 
the mixture was purified with column chromatography (ethyl 
acetate) and recrystallized from ethyl acetate- 
diisopropylether to give (E) -N- [4- (chloromethyl) phenyl ] - 
3- (4-methylphenyl)cinnamamide (2.00g) as colorless 

20 crystals. 

mp 178-180 < C 

Elemental Analysis for C 23 H 20 NOC1 • 0 . 1H 2 0 
Calcd: C, 75.96; H, 5.60; N, 3.85. 
Found: C, 75.93; H, 5.50; N, 3.88. 
25 IR (KBr) cm' 1 : 3344, 3045, 1664, 1628, 1531, 1412, 1338, 1248, 
1176, 968, 793, 658 

l H NMR (200MHz, CDC1 3 ) 6: 2.41 (3H, s), 4.58 (2H, s), 6.61 
(1H, d, J=15.6Hz), 7.25-7.31 (2H, m) , 7.33-7.53 (7H, m) , 
7.55-7.67 (3H, m) , 7.74 (1H, s), 7.83 (1H, d, J=15.6Hz). 

30 Reference Example 42 

To a solution cooled at -78*0 of 2-bromopyridine 
(lO.Og) in diethylether (200ml) was dropwise added 1.6M 
butyllithium hexane solution (39.6ml) for 10 minutes. The 
mixture was stirred at -78*C for 1 hour, and to the mixture 

35 was dropwise added a solution of 4-nitrobenzaldehyde in THF 
(50ml). The reaction mixture was stirred at -78T; for 3 
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hours, and to the mixture was added water (100ml). The 
mixture was extracted with ethyl acetate, and the organic 
layer was washed with saturated sodium chloride solution, 
dried with anhydrous sodium sulfate, and concentrated under 
5 reduced pressure* The residue was separated and purified 
with column chromatography (ethyl acetate/ toluene=l/2 ) and 
re-crystallized from diisopropylether to give (4-nitro- 
phenyl)-(2-pyridyl) methanol (4.50g) as orange crystals, 
mp 114-115*0 
10 Elemental Analysis for C 12 H 10 N 2 0 3 

Calcd: C, 62.61; H, 4.38; N, 12-17. 
Found: C, 62.61; H, 4.27; N, 12.16. 

IR (KBr) cm" 1 : 3113, 2852, 1595, 1506, 1437, 1336, 1267, 1068, 

1047, 1007, 847, 814, 777, 756, 743, 706 
15 J H NMR (200MHz, CDC1 3 ) (5: 5.44 ( 1H , br s), 5.86 (1H, s), 

7.14-7.29 (2H, m) , 7.55-7.73 (3H, m) , 8.20 ( 2H , d, J=8.8Hz), 

8.59 (1H, d, J=5.0Hz). 

Reference Example 43 

In ethanol (50ml) was dissolved ( 4-nitrophenyl ) - 
20 ( 2 -pyridyl) methanol (2.30g), and to the mixture was added 

dried 10% palladium on carbon (0.12g). Under hydrogen 

atmosphere, the mixture was stirred at room temperature 

under atmospheric pressure for 19 hours. The palladium was 

filtered off, and the filtrate was concentrated. The 
25 residue was recrystallized from ethyl acetate-hexane to give 

( 4 -aminophenyl) (2 -pyridyl) methanol (1.90g) as pale yellow 

crystals . 

mp 139-1400 

Elemental Analysis for d 2 H 12 N 2 0 
30 Calcd: C, 71.98; H, 6.04; N, 13.99. 
Found: C, 71.76; H, 6.01; N, 13.82. 

IR (KBr) cm* 1 : 3292, 1612, 1589, 1512, 1473, 1439, 1263, 1055, 
816, 752, 569 

l H NMR (200MHz, CDC1 3 ) 6 : 3.65 (2H, br s) , 5.14 (1H, br s) , 
35 5.65 (1H, s), 6.65 (2H, d, J=8.8Hz), 7.10-7.22 (4H, m) , 7.61 
(1H, dt, J=1.8, 7.6Hz) 8.55 (1H, d, J=4.8Hz). 
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Reference Example 44 

Under argon atmosphere, ethyl 3-hydroxycinnamate (mp 
88 -89^; 20. Og) and triethylamine (34.5ml) were dissolved 
in dichloromethane (200ml) , and to the mixture was dropwise 
5 added trif luoromethanesulf onic acid anhydride (31. 6g) at 
-5*C for 40 minutes. The reaction mixture was stirred at 
-S'C to 0"C for 20 minutes, and to the mixture was added water 
(200ml). The organic layer was separated, washed with 
saturated sodium chloride solution, dried with anhydrous 
10 magnesium sulfate and concentrated under reduced pressure. 
The residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l/4 ) and crystallized 
from hexane to give ethyl 3- ( trif luoro-methane- 
sulf oxy)cinnamate ( 33 . 5g) . 
15 mp 52-53*C 

J HNMR (200MHz, CDC1 3 ) 5 : 3.83 (3H, s) , 6 . 48 ( 1H, d, J=16 . 0Hz ) , 
7.30 (1H, m), 7.41 (1H, t, J«1.6Hz), 7.51 (2H, m) , 7.67 (1H, 
d, J=16.0Hz). 
Reference Example 45 
20 Under argon atmosphere, a mixture of ethyl 3- 

( trif luoromethanesulf oxy )cinnamate (3.10g) , 4-rnethyl- 
phenyl borate (1.63g), potassium carbonate (2.76g), toluene 
(100ml) , ethanol (10ml) and water (10ml) was stirred at room 
temperature for 30 minutes. To the mixture was added 
25 tetrakis( triphenylphosphine) palladium (0.46g), and the 
mixture was ref luxed for 18 hours . The reaction mixture was 
cooled to room temperature . The organic layer was separated , 
washed with saturated sodium chloride solution, dried with 
anhydrous magnesium sulfate and concentrated under reduced 
30 pressure. The residue was separated and purified with 

column chromatography (ethyl acetate/hexane=l/6 ) to give 
ethyl 3-(4-methylphenyl)-cinnamate (2.21g) as colorless 
oil. The oil (2.20g) was dissolved in tetrahydrof uran 
(20ml). To the mixture was added 2N sodium hydroxide 
35 (8.7ml), and the mixture was stirred at 50*C for 2 hours. 
The reaction mixture was cooled, acidified with potassium 
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hydrogen sulfate and extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous magnesium sulfate and 
concentrated under reduced pressure. The residue was 
5 washed with isopropylether to give 3- ( 4-methylphenyl) - 
cinnamic acid (1.54g) as colorless crystals, 
mp 186-187*0 

*H NMR (200MHz, CDC1 3 ) 5 : 2 . 4 1 ( 3H , s ) , 6 . 53 ( 1H , d , J=16.0Hz) , 
7.28 (2H, d, J=7.4Hz), 7.46-7.52 (4H, m) , 7.50 (1H, s). 7.63 

10 (1H, m), 7.86 (1H, d, J=16.0Hz). 
Reference Example 4 6 

Under argon atmosphere, a mixture of ethyl 3- 
( trif luoromethanesulf oxy ) cinnamate (3.10g) , 2-methyl- 
phenyl borate (mp 165-166°C ; 1.63g), potassium carbonate 

15 (2.76g), toluene (100ml), ethanol (10ml) and water (10ml) 
was stirred at room temperature for 30 minutes. To the 
mixture was added tetrakis ( triphenyl-phosphine ) palladium 
(0.46g), and the mixture was refluxed for 18 hours. The 
reaction mixture was cooled to room temperature, and the 

20 organic layer was separated, washed with saturated sodium 
chloride solution, dried with anhydrous magnesium sulfate 
and concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane= 1/6) to give ethyl 3- ( 4-methylphenyl) - 

25 cinnamate (2.51g) as pale yellow oil. The oil (2.50g) was 
dissolved in tetrahydrof uran (20ml). To the mixture was 
added 2N sodium hydroxide (10.0ml), and the mixture was 
stirred at 50*0 for 2 hours . The reaction mixture was cooled, 
acidified with potassium hydrogen sulfate and extracted with 

30 ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous magnesium 
sulfate and concentrated under reduced pressure. The 
residue was washed with isopropylether to give 3- (2- 
methylphenyl) cinnamic acid (1.96g) as colorless crystals. 
35 mp 124-125^ 

*H NMR (200MHz, CDC1 3 ) 6 : 2 . 27 ( 3H , s ) , 6 . 49 ( 1H , d , J = 16.0Hz) , 
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7.23-7.30 (4H, m) , 7.36-7.57 <4H, m) , d, J=7.4Hz), 7.84 (1H, 
d, J«16.0Hz). 
Reference Example 47 

Under argon atmosphere, a mixture of ethyl 3- 
5 (trifluoro-methanesulfoxy)cinnamate (3.10g), 2,5- 

dimethylphenyl borate (mp 184-186^; 1.80g), potassium 
carbonate (2.76g), toluene (100ml), ethanol (10ml) and water 
(10ml) was stirred at room temperature for 30 minutes. To 
the mixture was added tetrakis( triphenylphosphine) - 

10 palladium ( 0 . 46g ) , and the mixture was ref luxed for 27 hours . 
The reaction mixture was cooled to room temperature, and 
the organic layer was separated, washed with saturated 
sodium chloride solution, dried with anhydrous magnesium 
sulfate and concentrated under reduced pressure The 

15 residue was separated and purified with column 

chromatography (ethyl acetate/hexane= 1/6) to give ethyl 
3- (2, 5-dimethylphenyl)cinnamate (2.66g) as pale yellow oil . 
The oil (2.50g) was dissolved in tetrahydrofuran (20ml), 
and to the mixture was added 2N sodium hydroxide (10.0ml). 

20 The mixture was stirred at 50*0 for 2 hours, cooled, 

acidified with potassium hydrogen sulfate and extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous magnesium 
sulfate and concentrated under reduced pressure. The 

25 residue was washed with isopropylether to give 3- (2,5- 
dimethylphenyl ) cinnamic acid (1.96g) as colorless 
crystals . 
mp 156-157^ 

l H NMR (200MHz, CDC1 3 ) 6: 2.23 (3H, s), 2.60 (3H, s), 6.49 
30 (1H, d, J=16.0Hz), 7.06 (1H, s), 7.14 (2H, ABq, J=7.8Hz), 

7.35-7.55 (4H, m) , 7.36-7.57 ( 4H , m) , 7 . 84 ( 1H , d, J=16.0Hz). 

Reference Example 48 

Under argon atmosphere, a mixture of ethyl 3- 

( trifluoromethanesulfoxy)cinnamate (3.10g) , 3-nitro- 
35 phenyl borate (2.00g), potassium carbonate (2.76g), toluene 

(100ml), ethanol (10ml) and water (10ml) was stirred at room 
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temperature for 30 minutes. To the mixture was added 
tetrakis ( triphenylphosphine ) palladium (0.46g), and the 
mixture was ref luxed for 24 hours . The reaction mixture was 
cooled to room temperature . The organic layer was separated, 
5 washed with saturated sodium chloride solution, dried with 
anhydrous magnesium sulfate and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane=l/6 ) to give 
ethyl 3- ( 3-nitrophenyl) -cinnamate (2.40g) as pale yellow 

10 crystals. The crystals (2.40g) were dissolved in 

tetrahydrof uran (20ml), and to the mixture was added 2N 
sodium hydroxide (8.5ml). The mixture was stirred at SO'C 
for 2 hours, cooled, acidified with potassium hydrogen 
sulfate and extracted with ethyl acetate . The organic layer 

15 was washed with saturated sodium chloride solution, dried 
with anhydrous magnesium sulfate and concentrated under 
reduced pressure . The residue was washed with isopropylether 
to give 3- ( 3-nitrophenyl )cinnamic acid (1.88g) as pale 
yellow crystals. 

20 mp247-248t: 

L HNMR (200MHz, DMSO-d 6 ) 5 : 6.59 (1H, d, J=16.0Hz) , 7.51-7.76 
(4H, m), 7.70 (1H, d, J=16.0Hz), 7.96 ( 1H , d, J=9.0Hz), 8.09 
(1H, m), 8.22 (1H, m) , 8.49 (1H, d, J=1.8Hz). 
Working Example 1 (Production of Compound 1) 

25 In THF (5ml) was dissolved 7-cyclohexyl- 3 , 4-dihydro- 

naphthalene-2-carboxylic acid (200mg), and to the solution 
were added oxalyl chloride (82 Ml) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 

30 dissolved in THF (5ml), and to the solution were added 

1- ( 4-aminobenzyl)piperidine (164mg) and triethylamine (484 
Ul) at room temperature. The reaction mixture was stirred 
at room temperature for 3 hours , and to the mixture was added 
water ( 100ml ) . The mixture was extracted with ethyl acetate . 

35 The organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
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concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate -diisopropylether to give 
7-cyclohexyl-N- [4- (piperidinomethyl) -phenyl] -3 , 4- 

dihydronaphthalene-2-carboxamide (Compound 1) (223mg) as 
5 colorless crystals, 
mp 180-18l"C 

Elemental Analysis for C„H JS N 2 0 2 
Calcd: C, 81.27; H. 8.47; N, 6.54. 
Found: C, 81.03; H, 8.42; N, 6.53. 
10 IR (KBr) cm 1 : 3430, 2931. 1645, 1597, 1514, 1412, 1317 824 
'HNMR (200MHz, CDC1,) 6-. 1.20-1.90 (16H, m) , 2.30-2.57 (5H. 
m), 2.60-2.72 (2H, m) , 2.85-2.97 (2H. m) , 3.46 (2H, s), 
7.05-7.15 (3H, m), 7.25-7.34 (3H, m) . 7.50-7.60 (3H, m) . 
Working Example 2 (Production of Compound 2) 

In DHF (2ml) was dissolved 7-cyclohexyl-N- [4- 
( Piperidinomethyl) phenyl] -3, 4-dihydronaphthalene-2- 
carboxamide (120mg), and to the mixture was added methyl 
iodide (45^1). The mixture was stirred at room temperature 
for 24 hours and concentrated under reduced pressure. The 
residue was recrystallized from ethyl acetate to give 
1 - ( 4 - ( 7 - cy clohexy 1 -3,4- dihydr o - naphthalene - 2 - 

carboxamido)benzyl] -1-methylpiperidinium iodide (Compound 
2) (148mg) as colorless crystals, 
mp 188-19lt: 
25 Elemental Analysis for C 1(1 H 3 ,N 2 OI 

Calcd: C, 63.15; H, 6.89; N. 4.91; I, 22.24. 
Found: C, 63.03; H, 6.93; N. 5.03; I, 22.22. 
IR (KBr) cm" 1 : 3430, 2929, 1649, 1599, 1520, 1417, 1321 1248 
l HNMR (200MHz. DMSO-d 6 ) 6: 1.20-1.90 (16H, m) , 2.40-2.65 
(3H. m), 2.75-2.95 (5H. m) , 3.20-3.45 (4H, m) , 4.53 (2H. 
s), 7.14 (3H, s). 7.38 (1H, s), 7.49 (2H. d, J=8.6Hz), 7.88 
(2H, d, J=8.6Hz), 10.12 (1H, s). 
Working Example 3 (Production of Compound 3) 

In THF (3ml) was dissolved 7-cyclohexyl-3 , 4-dihydro- 
naphthalene-2-carboxylic acid (lOOmg), and to the solution 
were added oxalyl chloride (41^1) and a drop of DMF. The 



20 



30 



35 
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mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
dissolved in THF (3ml), and to the solution were added 
p- ( 4-aminobenzyl) -N,N' -diethyl-phosphondiamide (104mg) 
5 and triethylamine ( 60 u 1 ) at room temperature . The reaction 
mixture was stirred at room temperature for 72 hours, and 
to the mixture was added water (100ml). The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 

10 anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate/methanol =10/1) and 
was recrystallized from diisopropylether to give 7- 
cyclohexyl-N- [4 - [bis ( ethylamino ) phosphorylmethyl ] - 

1 5 phenyl ] - 3 , 4 - dihydr onaph thalene - 2 - carboxamide ( Compound 3 ) 
(140mg) as colorless crystals, 
mp 163-165^ 

Elemental Analysis for C 2e H 38 N 3 0 2 P 
Calcd: C, 70.12; H, 7.99; N, 8.76. 
20 Found: C, 70.01; H, 7.99; N, 8.93. 

IR (KBr) cm* 1 : 3250, 2926, 1645, 1599, 1514, 1414, 1321, 1250, 
1182, 1126 

l H NMR (200MHz, CDC1 3 ) 6: 1.10 (6H, t, J=7.1Hz), 1.20-1.90 
(10H, m), 1.95-2.20 (2H, m) , 2.40-2.57 (1H, m) , 2.60-2.72 

25 (2H, m), 2.80-3.05 (7H, m) , 3.12 (1H, s), 7.05-7.15 (3H, 
m), 7.22-7.32 (3H, m) , 7.59 (2H, d, J = 8.2Hz), 7.83 (1H, s). 
Working Example 4 (Production of Compound 4) 

In THF (20ml) was dissolved 7 -phenyl- 3 , 4-dihydro- 
naphthalene-2-carboxylic acid (l.OOg), and to the solution 

30 were added oxalyl chloride (523 Ml) and a drop of DMF. The 
mixture was added at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
dissolved in THF (20ml), and to the solution were added 
l-( 4-aminobenzyl )piperidine (837mg) and triethylamine (673 

35 Ml) at room temperature. The reaction mixture was stirred 
at room temperature for 2 hours , and to the mixture was added 
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water ( 150ml ) . The mixture was extracted with ethyl acetate . 
The organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
5 recrystallized from ethyl acetate -diisopropylether to give 
7 - phenyl - N - [ 4 - ( piper idinome thy 1 ) phenyl ] - 3 , 4 - dihydro - 
naphthalene- 2 -carboxamide (Compound 4) (1.15g) as pale 
brown crystals, 
mp 163-164~C 
10 Elemental Analysis for C 29 H„N 2 0 • 0 . 1H 2 0 
Calcd: C, 82.08; H, 7.17; N, 6.60. 
Found: C, 81.94; H, 7.22; N, 6.49. 

IR (KBr) cm": 3336, 2935, 1651, 1527, 1412, 1317, 762, 698 
'H NMR (200MHz, CDC1,) 6 : 1.35-1.70 (6H, m) , 2.30-2.45 (4H, 
15 m). 2.65-2.80 (2H. m) , 2.32-3.04 (2H, m) , 3.46 (2H, s). 
7.23-7.62 (14H, m) . 

Working Example 5 (Production of Compound 5) 

In DMF (3ml) was dissolved 7-phenyl-N- [ 4- (piperidino- 

methyl ) phenyl ] - 3 , 4 -dihydronaphthalene - 2 - carboxamide 
20 (240mg), and to the mixture was added methyl iodide (106 

Ul). The mixture was stirred at room temperature for 60 

hours and concentrated under reduced pressure . The residue 

was recrystallized from ethyl acetate to give 1 -methyl - 

1 - [ 4 - ( 7 -phenyl -3,4- dihydro - naphthalene - 2 - 
25 carboxamido) benzyl "piperidinium iodide (Compound 5) 

(247mg) as colorless crystals. 

mp lss-iset: 

Elemental Analysis for C 30 H 33 N 2 OI 
Calcd: C, 63.83; H, 5.89; N, 4.96. 

30 Found: C, 63.54; H, 5.82; N, 5.05. 

IR (KBr) cm* 1 : 3450, 1649, 1599, 1520, 1417, 1319 
*H NMR (200MHz, DMSO-d 6 ) <5 : 1.40-2.00 (6H, m) . 2.55-2.70 (2H, 
m). 2.80-3.00 (5H, m), 3.20-3.45 (4H. m) , 4.53 (2H, s), 
7.30-7.70 (11H, m), 7.89 (2H. d, J=8.6Hz), 10.18 (1H, s). 

35 Working Example 6 (Production of Compound 6) 

In THF (10ml) was dissolved 7-phenyl-3 , 4-dihydro- 
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naphthalene- 2 -carboxylic acid (500mg), and to the solution 
were added oxalyl chloride (262 Ml) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
5 dissolved in THF (10ml), and to the solution were added 
4-aminobenzyldimethylamine (330mg) and triethylamine (337 
Ml) at room temperature. The reaction mixture was stirred 
at room temperature for 3 hours, and to the mixture was added 
water ( 100ml) . The mixture was extracted with ethyl acetate. 

10 The organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/triethylamine=20/l ) and recrystallized from ethyl 

15 acetate-hexane to give N- [ 4 - ( dimethylaminomethyl ) - 

phenyl] -7-phenyl-3 , 4 -dihydro -naphthalene- 2- carboxamide 
(Compound 6) (131mg) as colorless crystals, 
mp 182-184 < C 

Elemental Analysis for C 26 H 26 N 2 0 • 0 . 2H 2 0 
20 Calcd: C, 80.88; H, 6.89; N, 7.26. 
Found: C, 81.00; H, 6.90; N, 7.19. 

IR (KBr) cm* 1 : 3328, 1649, 1529, 1410, 1317, 762, 698 
*H NMR (200MHz, CDC1 3 ) 6: 2.24 (6H, s), 2.65-2.80 (2H, m) , 
2.94-3.03 (2H, m) , 3.41 (2H, s), 7.25-7.63 (14H, m) . 
i 25 Working Example 7 (Production of Compound 7) 

In THF (10ml) was dissolved 7 -phenyl- 3 , 4- dihydro - 
naphthalene- 2 -carboxylic acid (500mg), and to the solution 
were added oxalyl chloride (262 Ml) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 

30 concentrated under reduced pressure. The residue was 

dissolved in THF (10ml), and to the solution were added 
1- (4 -aminobenzyl) pyrrolidine (388mg) and triethylamine 
(337 Ml) at room temperature. The reaction mixture was 
stirred at room temperature for 3 hours, and to the mixture 

35 was added water (100ml). The mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
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sodium chloride solution, dried with anhydrous sodium 
sulfate, and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate/ triethylamine=20/l) and 
5 recrystallized from ethyl acetate -diisopropylether to give 
7 -phenyl-N- [ 4 - ( 1 -pyrrolidinylmethyl ) phenyl ] - 3 , 4 - 
dihydr ©naphthalene -2 -carboxamide (Compound 7) (107mg) as 
colorless crystals, 
mp 186-I87t 
10 Elemental Analysis for C s ,H 21 N 2 0 • 0 . 1H 2 0 
Calcd: C, 81.96; H, 6.93; N, 6.83. 
Found: C, 81.78; H, 6.84; N, 6.89. 

IR (KBr) cm" 1 : 3329, 2962, 1649, 1529, 1410, 1319, 762, 698 
H NMR (200MHz, CDC1 5 ) <5 : 1.75-1.85 (4H. m) , 2.45-2.55 (4H, 
m), 2.65-2.80 (2H, m) , 2.90-3.05 (2H. m) , 3.60 (2H, s), 
7.25-7.60 (14H, m) . 

Working Example 8 (Production of Compound 8) 

In THF (10ml) was dissolved 7 -phenyl -3 , 4-dihydro- 
naphthalene-2-carboxylic acid (500mg), and to the solution 
were added oxalyl chloride (262W1) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
dissolved in THF (10ml), and to the solution were added 
l-(4-aminobenzyl)morpholine (423mg) and triethylamine (337 
Ml) at room temperature. The reaction mixture was stirred 
at room temperature for 2 hours, and to the mixture was added 
water (100ml). The mixture was extracted with ethyl acetate . 
The organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate) and recrystallized from ethyl acetate-hexane to 
give N- [ 4 - ( morpholinomethyl ) -phenyl ] - 7 - phenyl -3.4- 

dihydronaphthalene-2 -carboxamide (659mg) as colorless 
35 crystals. 

mp 
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Elemental Analysis for C 2 eH 29 Nz0 2 
Calcd: C, 79.22; H, 6.65; N, 6.60. 
Found: C, 78.89; H, 6.50; N, 6.66. 

IR (KBr ) cm" 1 : 3450, 1651, 1620, 1597, 1527, 1412, 1319, 1113, 
5 764, 700 

l H NMR (200MHz, CDC1 3 ) <5 : 2.38-2.47 (4H, m), 2.66-2.78 (2H, 
m), 2.92-3.03 (2H, m) , 3.48 (2H, s), 3.67-3.75 (4H, m) , 
7.25-7.60 (14H, m) . 

Working Example 9 (Production of Compound 9) 

10 In THF (10ml) was dissolved 7 -phenyl- 3 , 4 - dihydro- 

naphthalene-2-carboxylic acid (500mg), and to the solution 
were added oxalyl chloride (262 Ml) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 

15 dissolved in THF (10ml), and to the solution were added 
1 - [ 2 - ( 4 - aminophenyl ) ethyl ] piper idine ( 4 5 Omg ) and 
triethylamine (337 Ml) at room temperature. The reaction 
mixture was stirred at room temperature for 1 hour, and to 
the mixture was added water (100ml). The mixture was 

20 extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give 7-phenyl-N- [ 4 - ( 2 - 

25 piperidinoethyl) phenyl] -3 , 4-dihydro-naphthalene-2- 

carboxamide (Compound 9) (576mg) as pale brown crystals, 
mp 157-159X: 

Elemental Analysis for CloHazNjO 
Calcd: C, 82.53; H, 7.39; N, 6.42. 
30 Found: C, 82.29; H, 7.24; N, 6.32. 

IR (KBr) cm' 1 : 3332, 2933, 1651, 1524, 1412, 1317, 1257, 1117, 
762, 698 

*H NMR (200MHz, CDC1,) <5 : 1.40-1.80 (6H, m) , 2.40-2.60 (6H, 
m), 2.65-2.85 (4H, m) , 2.90-3.00 (2H, m), 7.15-7.60 (14H, 
35 m). 

Working Example 10 (Production of Compound 10) 
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In DMF (2ml) was dissolved N- [ 4- (dimethylamino- 

methyl)phenyl]-7-phenyl-3 ( 4-dihydron a phthalene-2- 
carboxamide (80mg), and to the mixture was added methyl 
iodide (39 Ml). The mixture was stirred at room temperature 
5 for 17 hours and concentrated under reduced pressure. The 
residue was recrystallized from methanol- 
ethyl acetate to give trimethyl[4-(7-phenyl-3, 4-dihydro- 
naphthalene - 2 -carboxamido ) benzyl ] ammonium iodide 
(Compound 10) (92mg) as colorless crystals. 
10 mp 190-192^: 

Elemental Analysis for C„H 2 ,N 2 OI • 0.5H,O 
Calcd: C, 60.79; H. 5.67; N, 5.25. 
Found: C, 60.81; H, 5.59; N. 5.30. 

IR (KBr) cm": 3450, 1662, 1595, 1520, 1483, 1416. 1319, 1250, 
15 764, 700 

'HNMR (200MHz. CDC1 3 ) 8 : 2.65-2.80 (2H, m) , 2.80-2.95 ( 2H 
m), 3.23 (9H, s) , 4.98 (2H, .). 7 .18 (IH. d, J=8.0Hz), 
7.30-7.60 (9H. m) , 7.69 (IH, s). 7.82-7.90 (2H, m) , 8.71 
(IH. s). 



20 



25 



Working Example 11 (Production of Compound 11) 

In DMF (2ml) was dissolved 7-phenyl-N- [ 4- ( l- 

pyrrolidinylmethyl)phenyl] -3 , 4-dihydronaphthalene-2- 
carboxamide (70mg). and to the mixture was added methyl 
iodide (32M1). The mixture was stirred at room temperature 
for 17 hours and concentrated under reduced pressure. The 
residue was recrystallized from methanol-ethyl acetate to 
give 1-methyl-l- [ 4- ( 7-phenyl-3 , 4-dihydronaphthalene-2- 
carboxamido) benzyl Jpyrrolidinium iodide (Compound 11) 
(76mg) as pale yellow crystals. 
30 mp 156-160"C 

Elemental Analysis for C 2 ,H n N 2 OI • 1 . 0H 2 O 
Calcd: C, 61.27; H. 5.85; N. 4.93. 
Found: C, 61.23; H, 5.89; N, 5.04. 

IR (KBr) cm" 1 : 3442, 1655, 1593, 1520, 1416, 1317. 1248, 766 
35 700 

'H NMR ( 200MHz , CDC1,) 6 : 2.05-2.40 (4H, m) , 2.65-2.76 (2H. 
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m) , 2.82-2.95 (2H, m) , 3.05 (3H, s) , 3.43-3.57 (2H, m) , 
3.80-4.00 (2H, m) , 4.98 (2H, s), 7.18 (1H, d, J=8.0Hz), 
7.30-7.56 (9H, m) , 7.70 (1H, s), 7.80-7.90 (2H, m) , 8.74 
(1H, s). 

5 Working Example 12 (Production of Compound 12) 

In DMF (4ml) was dissolved N- [ 4- (morpholinomethyl ) - 

phenyl ] - 7 - phenyl -3,4- dihydronaphthalene - 2 - carboxamide 

(450mg), and to the mixture was added methyl iodide (198 

Ml). The mixture was stirred at room temperature for 18 
10 hours and concentrated under reduced pressure. The residue 

was recrystallized from ethyl acetate to give 4-methyl- 

4 - [ 4 - ( 7 - phenyl -3,4- dihydro - naphthalene - 2 - 

carboxamido ) benzyl ]morpholinium iodide (Compound 12) 

(575mg) as pale yellow crystals. 
15 mp 166-170T; 

Elemental Analysis for C„H 31 N 2 0 2 I * 0 . 5H z O 

Calcd: C, 60.53; H, 5.60; N, 4.87. 

Found: C, 60.41; H, 5.61; N, 4.74. 

IR (KBr) cm' 1 : 3450, 1653, 1593, 1520, 1481, 1416, 1317, 1246, 

20 1122, 887, 764, 698 

l H NMR (200MHz, CDCl,) 5: 2.60-2.75 (2H, m) , 2.75-2.90 ( 2H , 
m), 3.22 (3H, s), .3.35-3.50 (2H, m) , 3.55-3.75 ( 2H , m) , 
3.80-4.05 (4H, m) , 5.13 (2H, s), 7.12 (1H, d, J=7.6Hz), 
7.25-7.55 (9H, m) , 7.71 (1H, s), 7.80-7.87 (2H, m) , 8.95 

25 (1H, s). 

Working Example 13 (Production of Compound 13) 

In DMF (4ml) was dissolved 7-phenyl-N- [ 4 - ( 2- 
piperidinoethyl) phenyl] -3 , 4 -dihydronaphthalene- 2- 
carboxamide (350mg), and to the mixture was added methyl 

30 iodide (150M1). The mixture was stirred at room 

temperature for 14 hours and concentrated under reduced 
pressure. The residue was recrystallized from methanol- 
ethyl acetate to give 1-methyl- 1 - [ 2 - [ 4 - ( 7-phenyl-3 , 4- 
dihydronaphthalene- 2 -carboxamide ) phenyl ] ethyl ] - 

3 5 piperidinium iodide (Compound 13) (410mg) as pale brown 
crystals . 
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mp 219-220*C 

Elemental Analysis for C 31 H ls N 2 OI • 0 . 2H 2 0 
Calcd: C, 63.96; H, 6.13; N, 4.81. 
Found: C, 63.91; H, 6.06; N, 4.89. 
5 IR (KBr) cm": 2941, 1666. 1595. 1520. 1313, 1240, 1205, 837. 
768, 702 

'HNMR (200MHz, DMSO-d 6 ) <5 : 1.45-1.90 (6H, m) , 2.55-2.70 (2H, 
m). 2.80-3.17 (7H, m) , 3.25-3.60 (6H, m) , 7.25-7.80 (13H, 
m), 9.95 (1H, s). 
10 Working Example 14 (Production of Compound 14) 

In THF (10ml) was dissolved 7-(4-methylphenyl)- 
3,4-dihydronaphthalene-2-carboxylic acid (500mg), and to 
the solution were added oxalyl chloride (248tf 1) and a drop 
of DMF. The mixture was stirred at room temperature for 1 
15 hour and concentrated under reduced pressure. The residue 
was dissolved in THF (10ml) , and to the solution were added 
l-(4-aminobenzyl)piperidine (396mg) and triethylamine (318 
Ml) at room temperature. The reaction mixture was stirred 
at room temperature for 14 hours, and to the mixture was 
20 added water (100ml) . The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-diisopropylether to give 
25 7 - ( 4 -methylphenyl ) -N - [ 4 - ( piperidinome thyl ) phenyl ] - 3 , 4 - 
dihydronaphthalene-2-carboxamide (Compound 14) (616mg) as 
pale brown crystals, 
mp 187-189T: 

Elemental Analysis for CjoH^NjO 
30 Calcd: C, 82.53; H. 7.39; N, 6.42. 
Found: C. 82.26; H, 7.36; N, 6.37. 

IR (KBr) cm' 1 : 3310, 2931, 1643, 1599, 1527, 1412. 1315, 1255. 
806 

'H NMR (200MHz, CDC1 3 ) <5 : 1.38-1.65 (6H, m) , 2.32-2.42 (7H, 
35 m). 2.65-2.77 (2H, m) . 2.92-3.02 (2H, m) , 3.46 (2H, s), 
7.20-7.34 (6H. m) , 7.40-7.58 (7H, m) . 
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Working Example 15 (Production of Compound 15) 

In THF (10ml) was dissolved 7- ( 4-f luorophenyl) - 
3 , 4-dihydronaphthalene-2-carboxylic acid (500mg), and to 
the solution were added oxalyl chloride (243 Ml) and a drop 
5 of DMF . The mixture was stirred at room temperature for 1 
hour and concentrated under reduced pressure. The residue 
was dissolved in THF (10ml) , and to the solution were added 
1- ( 4-aminobenzyl)piperidine (389mg) and triethylamine (313 
Ml) at room temperature. The reaction mixture was stirred 

10 at room temperature for 14 hours, and to the mixture was 
added water (100ml) . The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 

15 recrystallized from ethyl acetate-diisopropylether to give 
7- ( 4-f luorophenyl) -N- [ 4- (piperidinomethyl) phenyl] -3,4- 
dihydronaphthalene-2-carboxamide (Compound 15) (736mg) as 
pale yellow crystals, 
mp 175-176X: 

20 Elemental Analysis for C 29 H 29 N 2 OF * 0 . 2H 2 0 
Calcd: C, 78.42; H, 6.67; N, 6.31. 
Found: C, 78.36; H, 6.68; N, 6.23. 

IR (KBr) cm" 1 : 3329, 2935, 1649, 1595, 1518, 1319, 1244, 824 
l H NMR (200MHz, CDC1,) 6 : 1.35-1.65 (6H, m) , 2.34-2.41 (4H, 
( 25 m), 2.67-2.77 (2H, m) , 2.92-3.02 (2H, m) , 3.46 (2H, s), 

7.07-7.58 (13H, m) . 

Working Example 16 (Production of Compound 16) 

In DMF (3ml) was dissolved 7- ( 4-methylphenyl) -N- 
[ 4 - ( piper idinome thyl ) phenyl ] - 3 , 4 - dihydr onaphthalene - 2 - 

30 carboxamide (400mg), and to the mixture was added methyl 
iodide (171//1). The mixture was stirred at room 
temperature for 18 hours and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate to give 1-methyl- 1- [ 4- [ 7- ( 4-methylphenyl ) -3 , 4- 

3 5 dihydronaphthalene - 2 - carboxamido ] benzyl ] piperidinium 
iodide (Compound 16) (490mg) as colorless crystals. 
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mp 202-204t: 

Elemental Analysis for C 31 H„N 2 OI • 0 . 5H 2 0 
Calcd: C, 63.37; H. 6.18; N, 4.77. 
Found: C, 63.69; H, 5.98; N, 4.87. 

IR (KBr) cm 1 : 3450, 3294, 2941, 1649, 1622, 1599, 1520, 1417, 
1319, 1248, 812 

'HNMR (200MHz, DMS0-d t ) 6: 1.40-2.00 (6H, m) . 2.35 (3H, s), 
2.55-2.67 (2H. m) , 2.82-2.95 (5H, m) , 3.22-3.35 (4H, m) , 
4.53 (2H, s), 7.24-7.35 (3H, m) , 7.46-7.60 (7H, m) , 7.89 
(2H. d, J=8.8Hz), 10.15 (1H, s). 
Working Example 17 (Production of Compound 17) 

In DMF (3ml) was dissolved 7-(4-fluorophenyl)-N- 
[ 4 - ( piperidinomethyl ) phenyl ] - 3 . 4 -dihydronaphthalene- 2 - 
carboxamide (SOOmg), and to the mixture was added methyl 
15 iodide (212/Z1). The mixture was stirred at room 

temperature for 18 hours and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate to give 1- [4- [ 7- ( 4-f luoro-phenyl) -3, 4-dihydro- 
naphthalene - 2 - carboxamido ] benzyl ] - 1 -methylpiperidinium 
20 iodide (Compound 17) (610mg) as colorless crystals, 
mp 177-180t 

Elemental Analysis for C 10 H„N 2 OFI • 0 . 2H,0 
Calcd: C, 61.48; H, 5.57; N, 4.78. 
Found: C, 61.38; H, 5.50; N, 4.81. 

IR (KBr) cm" 1 : 3450, 3310, 2947, 1651, 1597, 1518, 1416, 1319, 
1246, 1225, 824 

l H NMR (200MHz, DMSO-d s ) 6 : 1.40-2.00 (6H, m) , 2.55-2.67 (2H, 
m), 2.85-2.96 (5H, m) . 3.20-3.38 (4H, m) , 4.53 (2H. s), 
7.25-7.38 (3H, m) , 7.46-7.60 (5H, m) , 7.67-7.76 (2H. m) . 
7.89 (2H, d, J=8.6Hz), 10.17 (1H, s). 
Working Example 18 (Production of Compound 18) 

To a mixture of N-[4-(hydroxymethyl)phenyl]-7- 
phenyl- 3, 4 -dihydronaphthalene -2 -carboxamide (200mg) . 
triethylamine (158 Ml) and THF (10ml) was added methane- 
sulfonic acid anhydride (llSmg) at oV . and the mixture was 
stirred at room temperature for 3 hours. To the reaction 
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mixture was added dilute hydrochloric acid, and the mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
5 pressure* The residue was dissolved in DMF (3ml) , and to 
the mixture was added pyridine (137 Ml). The mixture was 
stirred at room temperature for 96 hours and concentrated 
under reduced pressure- The residue was recrystallized 
from ethyl acetate -methanol to give 1- [ 4- ( 7 -phenyl -3 , 4- 
10 dihydronaphthalene- 2 - carboxamido ) - benzyl ] pyridinium 
chloride (Compound 18) (95mg) as colorless crystals, 
mp 162-164^ 

Elemental Analysis for C 29 H 25 N 2 OCl • 1 . 0H 2 O 
Calcd: C, 73.95; H, 5.78; N , 5.95; CI, 7.53. 
15 Found: C, 74.25; H, 5.94; N, 5.92; CI, 7.12. 

IR (KBr) cm" 1 : 3450, 3030, 1653, 1595, 1520, 1416, 1323, 1254, 
1213, 762 

l H NMR (200MHz, CDC1 3 ) <5 : 2.50-2.75 (4H, m) , 5.92 ( 2H , br 
s), 7.00 (1H, d, J=8.0Hz), 7.15-7.40 (9H, m) , 7.60-7.85 (5H, 

20 m), 8.08-8.25 ( 1H , br) , 9.21 (2H, br s), 9.73 (1H, br s). 
Working Example 19 (Production of Compound 19) 

To a mixture of N- [ 4- (hydroxymethyl) phenyl] -7- 
pheny 1 -3,4- dihydronaphthalene - 2 - carboxamide ( 2 0 Omg ) , 
lithium chloride (95mg), triethylamine (182M1) and 

25 dichloromethane (20ml) was added methanesulf onyl chloride 
(174 Ml), and the mixture was stirred at room temperature 
for 2 hours . To the reaction mixture was added dilute 
hydrochloric acid. The organic layer was separated, washed 
with saturated sodium chloride solution, dried with 

30 anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was dissolved in DMF (3ml), and to 
the mixture was added 3-picoline (167M1). The reaction 
mixture was stirred at room temperature for 17 hours and 
concentrated under reduced pressure. The residue was 

3 5 recrystallized from ethyl acetate-methanol to give 3- 
methyl-1- [ 4- ( 7-phenyl-3 , 4-dihydro-naphthalene-2- 
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carboxamido) benzyl ] pyridinium chloride (90mg) as colorless 
crystals, 
mp 136-140"C 

Elemental Analysis for C 3 „H„N 2 0C1 • 1 . 5H 2 0 
Calcd: C, 72.94; H, 6.12; N, 5.67. 
Found: C, 73.19; H, 6.37; N, 5.61. 

IR (KBr) cm" 1 : 3450, 3030, 1653, 1597. 1520, 1416, 1319, 1250, 
1213, 764 

'HNMR (200MHz, CDC1,) 5: 2.48 (3H, s), 2.65-2.90 (4H, m) . 
6.03 (2H. br s), 7.12-7.20 (1H, m) , 7.25-7.55 (9H, m) , 
7.70-7.82 (4H. m) , 7.95-8.07 (1H, m) , 9.29 (2H. br s), 
9.35-9.50 (1H, br). 

Working Example 20 (Production of Compound 20) 

To a mixture of N- [4- ( hydroxymethyl) phenyl ] -7- 
phenyl-3,4-dihydronaphthalene-2-carboxamide (200mg) , 
lithium chloride (48mg), triethylamine (158 Ml) and 
dichloromethane (30ml) was added methanesulf onyl chloride 
(61 Ml) . and the mixture was stirred at room temperature for 
2 hours. To the reaction mixture was added dilute 
20 hydrochloric acid. The organic layer was separated, washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was dissolved in DMF (3ml), and to 
the mixture was added 3,5-lutidine (193 Ml) . The reaction 
mixture was stirred at room temperature for 65 hours and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-methanol to give 3,5- 
dimethyl - 1 - [ 4 - ( 7 -phenyl -3,4- dihydronaphthalene - 2 - 
carboxamido) benzyl] pyridinium chloride (Compound 20) 
30 (186mg) as colorless crystals. 

mp 163-165T; 

Elemental Analysis for C 31 H„N 2 0C1 • 1.3H 2 0 
Calcd: C, 73.81; H, 6.31; N, 5.55. 
Found: C. 73.85; H, 6.29; N. 5.49. 
35 IR (KBr) cm" 1 : 3450, 3030, 1655, 1597. 1520, 1483, 1416. 1319, 
1252. 766 
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*H NMR (200MHz, CDC1 3 ) <5 : 2.44 (6H, s), 2.67-2.92 (4H f m) , 
5.99 (2H, s), 7.16 (1H, d, J=7.6Hz), 7.25-7.55 (9H, m) , 
7.77-7.90 (4H, m) , 9.20 (1H, s), 9.72 (1H, br s). 
Working Example 21 (Production of Compound 21) 
5 In DMF (3ml) was dissolved N- [ 4- (chloromethyl) - 

phenyl ] - 7 - phenyl -3,4- dihydr onaphthalene - 2 - carboxamide 
(140mg), and to the mixture was added 4 -cyanopyridine 
(117mg). The mixture was stirred at 70*C for 24 hours and 
concentrated under reduced pressure. The residue was 

10 recrystallized from ethyl acetate-methanol to give 4- 
cyano-1- [ 4- ( 7-phenyl-3 , 4-dihydro-naphthalene-2- 
carboxamido) benzyl ]pyridinium chloride (Compound 21) 
(141mg) as pale brown crystals, 
mp 163-165T: 

15 . Elemental Analysis for C^H^NjOCl • 0 . 5H 2 0 
Calcd: C, 73.99; H, 5.17; N, 8.63. 
Found: C, 73.71; H, 5.29; N, 8.47. 

IR (KBr) cm" 1 : 3430, 3024, 1653, 1597, 1524, 1416, 1319, 1252, 
829, 764 

20 l H NMR (200MHz, DMSO-d 6 ) <5 : 2.50-2.65 (2H, m) , 2.82-2.93 (2H, 
m), 5.92 (2H, s), 7.29-7.67 (11H, m) , 7.85 (2H, d, J=8.6Hz), 
8.73 (2H, d, J=6.8Hz), 9.54 (2H, d, J=6.8Hz), 10.19 (1H, 
s). 

Working Example 22 (Production of Compound 22) 
25 In DMF (3ml) was dissolved N- [ 4- (chloromethyl) - 

phenyl] -7-phenyl-3 , 4 -dihydronaphthalene- 2 -carboxamide 
(160mg), and to the mixture was added 3 -cyanopyridine 
(133mg). The mixture was stirred at 70^ for 24 hours and 
concentrated under reduced pressure. The residue was 
30 recrystallized from ethyl acetate-methanol to give 3- 
cyano-1- [ 4- ( 7-phenyl-3 , 4 -dihydro- naphthalene- 2 - 
carboxamido) benzyl Jpyridinium chloride (Compound 22) 
(58mg) as pale orange crystals, 
mp 158-16lX^ 
35 Elemental Analysis for C 3 oH 24 N 3 OCl • 1 . 5H 2 0 
Calcd: C, 71.35; H, 5.39; N, 8.32. 
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Found: C, 71.28; H, 5.49; N, 8.40. 

IR (KBr) cm ': 3450, 3028, 1653, 1597, 1520, 1416, 1319 1252 
766 

'HNMR (200MHz, DMSO-d 6 ) 6 : 2.55-2.68 (2H, m) , 2.82-2.95 (2H, 
m), 5.88 (2H, s), 7.30-7.90 (13H, m) , 8.32-8.42 (1H, m) , 
9.13 (1H, d, J=8.0Hz), 9.47 (1H, d, J=5.8Hz). 10.05 (1H, 
s), 10.21 (1H, s). 

Working Example 23 (Production of Compound 23) 

In DMF (3ml) was dissolved N- ( 4 - ( chloromethyl ) - 
phenyl ] - 7 - phenyl - 3 , 4 - dihydr onaphthalene - 2 - carboxamide 
(160mg) , and to the mixture was added 3-chloropyridine (122 
Ml). The mixture was stirred at 70t: for 24 hours and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate -methanol to give 3- 
chloro - 1 - [ 4 - ( 7 - phenyl -3,4- dihy dr o - naphthalene - 2 - 
carboxamido) benzyl Jpyridinium chloride (Compound 23) 
(HOmg) as pale yellow crystals, 
mp 136-139t 

Elemental Analysis for CH^OCl, • 0 . 5H 2 0 
20 Calcd: C, 70.16; H, 5.08; N, 5.64. 
Found: C, 70.13; H, 5.03; N. 5.68. 

IR (KBr) cm" 1 : 3450, 3028, 1653, 1597, 1520, 1483. 1416, 1317, 
1252, 1213, 1165, 766, 700 

'HNMR (200MHz, DMSO-d s ) <5 : 2.55-2.68 (2H, m) , 2.82-2.95 (2H. 
m), 5.85 (2H, s), 7.30-7.70 (11H, m), 7.86 (2H, d, J=8.4Hz). 
8.16-8.26 (1H, m). 8.81 (1H. d, J=7.6Hz), 9.24 (1H, d, 
J=6.0Hz), 9.72 (1H, s) . 10.21 (1H, s). 
Working Example 24 (Production of Compound 24) 

In DMF (3ml) was dissolved N- [ 4- (chloromethyl) - 
phenyl ] - 7 -phenyl -3,4- dihydronaphthalene - 2 -carboxamide 
(140mg) . and to the mixture was added 1-ethylpiperidine (154 
The mixture was stirred at room temperature for 14 
hours and concentrated under reduced pressure . The residue 
was recrystallized from ethyl acetate-methanol to give 
1 - e thyl - 1 -[ 4 -( 7 - phenyl - 3 , 4 - dihydro - naphthalene - 2 - 
carboxamido) benzyl ] piperidinium chloride (Compound 24) 
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(125mg) as colorless crystals, 
mp 153-156T; 

Elemental Analysis for C n H 35 N 2 OCl • 1 . 5H 2 0 
Calcd: C, 72.42; H, 7.45; N, 5.45. 
5 Found: C, 72.14; H, 7.41; N, 5.32. 

IR (KBr ) cm" 1 : 3450, 2943, 1655, 1595, 1520, 1483, 1416, 1319, 
1255, 1217, 766, 700 

! H NMR (200MHz, CDC1,) 6 : 1.30-1.42 (3H, m) , 1.60-1.90 (6H, 
m), 2.68-2.95 (4H, m) , 3.27-3.45 (4H, m) , 3.55-3.70 (2H, 

10 m), 4.75 (2H, s), 7.17 (1H, d, J=7.8Hz), 7 . 25 - 7 . 60 ( 9H , m) , 
7.90 (1H, s), 8.03 (2H, d, J=8.6Hz), 10.00 (1H, s). 
Working Example 25 (Production of Compound 25) 

In DMF (3ml) was dissolved N- [4- (chloromethyl) - 
phenyl ] - 7 -phenyl- 3 , 4 -dihydronaphthalene - 2 -carboxamide 

15 (160mg), and to the mixture was added triethylamine (180 
Ml). The mixture was stirred at room temperature for 14 
hours and concentrated under reduced pressure . The residue 
was recrystallized from ethyl acetate to give 
triethyl[ 4- ( 7-phenyl-3 , 4 -dihydronaphthalene -2- 

20 carboxamido ) benzyl] ammonium chloride (Compound 25) (176mg) 
as colorless crystals, 
mp 205-206*0 

Elemental Analysis for C 3 oH 35 N 2 OCl * 0 . 2H 2 0 
Calcd: C, 75.28; H, 7.45; N, 5.85. 
25 Found: C, 75.10; H, 7.38; N, 5.91. 

IR (KBr) cm" 1 : 3450, 3007, 1655, 1599, 1519, 1483, 1416, 1319, 
1252, 1215, 768, 704 

1 H NMR (200MHz, CDC1 3 ) 5: 1.37 (9H, t, J«6.9Hz), 2.72-2.96 
(4H, m), 3.22 (6H, q, J=6.9Hz), 4.62 (2H, s), 7.15-7.45 (7H, 
30 m), 7.50-7.60 (3H, m) , 7.99 (1H, s), 8.12 (2H, d, J=8.6Hz), 
10.19 (1H, s). 

Working Example 26 (Production of Compound 26) 

In DMF (3ml) was dissolved N- [ 4- (chloromethyl) - 
phenyl ] -7 -phenyl - 3 , 4 -dihydronaphthalene- 2 -carboxamide 
35 (160mg), and to the mixture was added tripropylamine (244 
Ail). The mixture was stirred at room temperature for 14 
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hours and concentrated under reduced pressure . The residue 
was recrystallized from ethyl acetate to give [4-(7- 
phenyl-3 , 4-dihydronaphthalene-2-carboxamido, - 
benzyl ] tripropylammonium chloride (Compound 26) (205mg) as 
5 colorless crystals, 
mp 206-207'C 

Elemental Analysis for C„H„N,0C1 • 0 . 5H,0 
Calcd: C, 75.33; H, 8.05; N, 5.32. 
Found: C. 75.59; H. 7.88; N, 5.63 

10 l^r^f : 7 3450 ' 29?0 ' 1649 ' 1595 ' 1524 ' 1481 ' 1417 ' "17. 
1252, 1217, 770, 708 

I'™ CDC1 '> »■ 0.M («. t. ,.,. 2 „ 2) . 

(6H. »). 2.79-3.10 (10H. ■). t . U , 2 „, „_ , _ 

«.«.) 7. 2 0 («. a. J.7.3H,,. 7 . 31 . 7 . 45 (1H , m) / ' 
1- ..».-,..» ,3H. .,. 8 .x„ (1H . (2H , J-s 6H2) 

( 1H , S ) . 

Working Example 27 (Production of Compound 27, 

in DMF (3ml, was dissolved N-(4-(chloromethyl,- 
phenyl, -7-phenyl-3. 4-dihydronaphthalene-2-carboxamide 
(160mg) and to the mixture was added 3-ethylpyridine (146 
UD. The mixture was stirred at 70* for 72 hours and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-methanol to give 3- 

eth y 1 - 1 -[4-(7-phenyl- 3 ,4-dihydro-naphthalene-2- 
carboxamido) benzyl Jpyridinium chloride (Compound 27) 
(185mg) as colorless crystals, 
mp 142-145*C 

Elemental Analysis for C 31 H 2 ,N 2 0C1 • 0 . 5H 2 0 
Calcd: C. 75.98; H. 6.17; N, 5.72. 
30 Found: C. 75.96; H, 6.13; N. 5.99. 

IR (KBr) cm': 3381. 1657, 1597, 1520, 1416, 1317. 1252 762 
HNMH (200MHz, CDC1,) 0: 1. 25 (3H . t . J= 7 . 6Hz , / 2 . 6^88 
(6H, m), 6.09 (2H. s). 7.14 (1H. d, J=7.8Hz), 7.25-7.52 (9H 

35 J=6.0Hz). 9.43 (1H, s), 9.81 (1H, s). 

Working Example 28 (Production of Compound 28) 
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In DMF (3ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl] -7 -phenyl- 3 , 4-dihydronaphthalene- 2 -carboxamide 
(160mg), and to the mixture was added 2-picoline (126 Ml). 
The mixture was stirred at 70*0 for 63 hours and concentrated 
5 under reduced pressure. The residue was recrystallized 
from ethyl acetate-methanol to give 2-methyl- 1- [ 4- ( 7- 
phenyl-3 , 4-dihydronaphthalene- 2 - carboxamido ) benzyl] - 
pyridinium chloride (Compound 28) (140mg) as pale brown 
crystals . 
10 mp 152-155*0 

Elemental Analysis for C 30 H 27 N 2 OC1 • 1 . 0H 2 O 
Calcd: C, 74.29; H, 6.03; N, 5.78. 
Found: C, 74.56; H, 5.93; N, 5.80. 

IR (KBr) cm -1 : 3402, 1630, 1597, 1520, 1414, 1319, 1250, 764, 
15 700 

l H NMR (200MHz, CDC1 3 ) <5 : 2.60-2.90 (7H, m) , 6.07 (2H, s), 
7.04-7.15 (3H, m), 7.25-7.50 (7H, m) , 7.65 (1H, d, J=7.8Hz), 
7.72-7.92 (4H, m) , 8.12-8.22 (1H, m) , 9.63 (1H, d, J=6.2Hz), 
9.86 (1H, s). 

20 Working Example 29 (Production of Compound 29) 

In DMF (3ml) was dissolved N- [ 4- ( chloromethyl) - 
phenyl] -7-phenyl-3 , 4-dihydronaphthalene- 2 -carboxamide 
(160mg) , and to the mixture was added thiazole (91 Ml) . The 
mixture was stirreid at lOO'C for 48 hours and concentrated 

25 under reduced pressure. The residue was recrystallized from 
ethyl acetate-methanol to give 3- [ 4- ( 7-phenyl-3 , 4- 
dihydronaphthalene - 2 - carboxamido ) benzyl ] thiazolium 
chloride (Compound 29) (133mg) as pale brown crystals, 
mp 149-152 C C 

30 Elemental Analysis for C 27 H 23 N 2 0SC1 • 0 . 5H z O 
Calcd: C, 69.29; H, 5.17; N, 5.99. 
Found: C, 69.43; H, 4.88; N, 6.12. 

IR (KBr) cm" 1 : 3419, 3026, 1649, 1597, 1520, 1414, 1317, 1252, 
764, 698 

35 l H NMR (200MHz, DMSO-d 6 ) 6 : 2.55-2.67 (2H, m) , 2.82-2.96 (2H, 
m), 5.78 (2H, s), 7.29-7.71 (11H, m) , 7.84 (2H, d, J=8.2Hz), 
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8.33-8.40 (IH. m), 8.58-8.66 (IH, m) , 10.18 (IH, s), 10.42 
(1H, s). 

Working Example 30 (Production of Compound 30) 

In DMF (3ml) was dissolved N- [4- (chloromethyl) - 
5 phenyl ] - 7 - phenyl - 3 . 4 - dihydronaphthalene - 2 - carboxamide 
(160mg) . and to the mixture was added quinuclidine (285mg) 
The mixture was stirred at loot for 24 hours and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-methanol to give 1- 

(4-(7-phenyl-3.4-dihydronaphthalene-2-carboxamide)- 
benzyljguinuclidium chloride (Compound 30) (62mg) as 
colorless crystals, 
mp 250-252'C 

Elemental Analysis for C 3l H 3J N 2 OCl • 0 . 9H,0 
Calcd: C, 74.26; H, 7.00; N, 5.59. 
Found: C, 74.48; H.7.01; N, 5.56. 

« (KBr) cmS 3425. 2945. 1655. 1595. 1520. 1416. 1319. 1255 
833, 766, 700 

l H NMR (200MHz, CDC1,) 6: 1.75-2.15 (7H, m) , 2.68-2.90 (4H 
■). 3.40-3.70 (6H, m) . 4.73 (2H, s), 7.15 (IH. d, J=7.8Hz)' 
7-25-7.56 (9H, m) . 7.88 (IH, s). 7.96 (2H, d. J=8.0Hz), 9.93 
(IH. s). 

Working Example 31 (Production of Compound 31) 

In DMF (3ml) was dissolved N- [4- (chloromethyl) - 
phenyl] -7-phenyl-3, 4 -dihydronaphthalene- 2 -carboxamide 
(150mg), and to the mixture was added ethyl 1 -methyl - 
piperidine-4-carboxylate (206mg) . The mixture was stirred 
at room temperature for 15 hours and concentrated under 
reduced pressure. The residue was recrystallized from 
ethyl acetate-methanol to give 4-ethoxycarbonyl-l- 
methyl-l-[4-(7-phenyl-3,4-dihydronaphthalene-2- 
carboxamido)benzyl]pi P eridinium chloride (Compound 31) 
(185mg. ratio of isomers-37 : 63 ) as colorless crystals 
mp 153-156T: 

Elemental Analysis for C M H„N 1 Q 1 C1 • 0 . 5H.0 
Calcd: C, 71.53; H. 6.91; N, 5.06. 
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Found: C, 71.69; H,6.76; N, 5.11. 

IR (KBr) cm" 1 : 3388, 1726, 1655, 1595, 1520, 1483, 1416, 1319, 
1254, 1214, 766, 700 

l H NMR (200MHz, CDC1 3 ) 5 : 1.15-1.30 (3H, m) , 2.05-2.22 (3H, 
5 m), 2.65-2.92 (6H, m), 3.02 (1.11H, s), 3.13 (1.89H, s), 
3.38-3.75 (3.26H, m) , 3.88-4.22 (2.74H, m) , 4.76 (1.26H, 
s), 5.09 (0.74H, s), 7.15 (1H, dd, J=4.4, 7 . 6Hz ) , 7.25- 
7.55 (9H, m) , 7.83 (1H, s), 7.94 (1H, d, J=8.4Hz), 8.00 (1H, 
d, J=8.4Hz), 9.74 (0.63H, s), 9.84 (0.37H, s). 

10 Working Example 32 (Production of Compound 32) 

In THF (10ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl] -7-phenyl-3 , 4-dihydronaphthalene-2-carboxamide 
(300mg), and to the mixture was added hexamethyleneimine 
(270 /XI). The mixture was refluxed for 3.5 hours. The 

15 reaction mixture was cooled to room temperature, and to the 
mixture was added water (30ml) . The mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated sodium chloride solution, dried with anhydrous 
sodium sulfate, and concentrated under reduced pressure. 

20 The residue was separated and purified with column 

chromatography (ethyl acetate/ triethylamine-20/1 ) and 
recrystallized from ethyl acetate -hexane to give N-[4- 
( 1-perhydroazepinylmethyl) -phenyl] -7 -phenyl -3 , 4- 
dihydronaphthalene-2-carboxamide (Compound 32) (257mg) as 
i 25 colorless crystals, 

mp 168-170 C C 

Elemental Analysis for C 30 H 3 2N 2 O 
Calcd: C, 82.53; H, 7.39; N, 6.42. 
Found: C, 82.28; H, 7.26; N, 6.37. 
30 IR (KBr) cm' 1 : 3304, 2924, 1645, 1601, 1520, 1410, 1317, 1254, 
831, 762, 698 

L H NMR (200MHz, CDC1 3 ) <5 : 1.61 (8H, s), 2.56-2.76 (6H, m) , 
2.92-3.03 (2H, m) , 3.61 (2H, s), 7.23-7.61 (14H, m) . 
Working Example 33 (Production of Compound 33) 
35 In DMF (3ml) was dissolved N- [ 4- ( 1-perhydro- 

azepinylmethyl ) phenyl ] -7 -phenyl- 3 , 4-dihydronaphthalene- 
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2-carboxamide (150mg). and to the mixture was added methyl 
iodide (64 Ml). The mixture was stirred at room temperature 
for 12 hours and concentrated under reduced pressure The 
residue was recrystallized from ethyl acetate-methanol to 
5 give l-methyl-l-[ 4 - (7 -phenyl-3,4-dihydrona P hthalene-2- 
carboxamido)ben 2 yl]perhydro-aze P inium iodide (180mg) as 
colorless crystals, 
mp 197-199t: 

Elemental Analysis for C 31 H JS N,0I • 0 . 5H 2 0 
10 Calcd: C, 63.37; H, 6.18; N, 4.77. 
Found: C, 63.39; H, 6.31; N, 4.71. 

IR (Mr) cm" 1 : 3427, 3267, 2937, 1660, 1593, 1520, 1481 1417 
1313, 1250. 694 

'I! NMR (200MHz, DMSO-d t ) 6 , 1.50-1.70 (4H, m) , 1.80-1.96 (4H. 
15 m). 2.55-2.68 (2H. m) , 2.83-2.97 (5H, m) , 3.22-3.36 (2H 
m), 3.40-3.60 (2H, m) , 4.50 (2H. s), 7.30-7.70 (UH, m) ' 
7.89 (2H. d. J=8.4Hz), 10.19 (1H, s). 
Working Example 34 (Production of Compound 34) 

In DMF (3ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl ] - 7 - ( 4 -methylphenyl ) -3 , 4-dihydronaphthalene- 2- 
carboxamide (150mg). and to the mixture was added 1- 
ethylpiperidine (159 Ml) . The mixture was stirred at room 
temperature for 20 hours . To the reaction mixture was added 
ethyl acetate (100ml), and the resulting precipitate was 
filtered to give 1-ethyl-l- [ 4- [ 7- ( 4 -methylphenyl) -3. 4- 

dihydronaphthalene-2-carboxamido]benzyl]piperidinium 
chloride (Compound 34) (156mg) as colorless crystals 
mp 207-209'C 

Elemental Analysis for C 32 H 3 ,N 2 0C1 
Calcd: C, 76.70; H, 7.44; N, 5.59. 
Found: C, 76.33; H, 7.22; N. 5.67. 

IR (KBr) cm" 1 : 3440, 2945, 1651, 1595, 1520, 1416, 1321 1248 
808 

*H NMR (200MHz, CDCl,) <5 : 1.36 (3H, t, J=6.0Hz). 1.60-1.90 
(6H, m). 2.37 (3H, s), 2.68-2.92 (4H, m) . 3.26-3.42 (4H 
m), 3.52-3.70 (2H. m) , 4.76 (2H, s), 7.11-7.23 (3H, m) . ' 
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7.31-7.52 (6H, m) , 7.90 (1H, s) , 8.04 (2H, d, J=8.4Hz) , 10.07 
(1H, S). 

Working Example 35 (Production of Compound 35) 

In THF (15ml) was dissolved N- [ 4 - ( chloromethyl ) - 
5 phenyl ] - 7 - ( 4 -me thylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - 
carboxamide (300mg), and to the mixture was added 4- 
benzylpiperidine (408 Ml) . The mixture was refluxed for 19 
hours . The reaction mixture was cooled to room temperature , 
and to the mixture was added water (100ml) . The mixture was 

10 extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate) and recrystallized 

15 from ethyl acetate-hexane to give N- [ 4- ( 4 -benzyl - 
piperidinomethyl ) phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - 
dihydronaphthalene- 2 -carboxamide (Compound 35) (259mg) as 
colorless crystals . 
mp 199-201*0 

20 Elemental Analysis for C 37 H 38 N 2 0 

Calcd: C, 84.37; H, 7.27? N, 5.32. 
Found: C, 84.34; H, 7.18; N, 5.39. 

IR (KBr) cm" 1 : 3439, 2920, 1647, 1520, 1412, 1315, 808, 700 
*H NMR (200MHz, CDC1 3 ) 6 : 1.20-1.70 (5H, m) , 1.80-1.97 (2H, 
( 25 m), 2.40 (3H, s), 2.53 (2H, d, J=6.2Hz), 2.65-2.78 (2H, m) , 

2.80-3.02 (4H, m) , 3.45 ( 2H , s), 7.09-7.36 (11H, m) , 
7.40-7.63 (7H, m) . 

Working Example 36 (Production of Compound 36) 

In DMF (3ml) was dissolved N- [ 4- ( 4-benzyl-piperidino- 

30 methyl) phenyl] - 7- (4 -methylphenyl) -3 , 4 -dihydro- 
naphthalene- 2 -carboxamide (150mg), and to the mixture was 
added methyl iodide ( 53 tt 1 ) . The mixture was stirred at room 
temperature for 23 hours. To the reaction mixture was added 
ethyl acetate( 100ml) , and the resulting precipitate was 

35 filtered to give 4-benzyl-l-methyl-l- [ 4- [ 7- ( 4-methyl- 
phenyl) -3 , 4-dihydronaphthalene-2-carboxamido]benzyl] - 
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piperidinium iodide (Compound 36) (141mg, ratio of 
isomers=19:81) as colorless crystals, 
mp 209-212 < C 

Elemental Analysis for C„H„N,OI • 0 . 5H 2 0 
5 Calcd: C, 67.35; H, 6.25; N, 4.13. 
Found: C, 67.28; H, 6.33; N, 4.08. 

IR (KBr) cm" 1 : 3439, 1659. 1593, 1520, 1416, 1317, 1250, 812 
'H NMR ( 200MHz , DMSO-dJ <5 : 1.55-2.00 (5H, m) , 2.35 (3H, s) , 
2.52-2.75 (4H, m), 2.80-3.00 (5H, m) , 3.20-3.40 (4H, m) , 
4.49 (1.62H, s), 4.60 (0.38H, s), 7.13-7.60 (15H, m) , 
7.80-7.90 (2H, m) , 10.15 (1H, s). 
Working Example 37 (Production of Compound 37) 

In DMF (3ml) was dissolved N- ( 4 - ( chloromethyl ) - 
phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - 
15 carbcxamide (ISOrag), and to the mixture was added 1- 

ethylperhydroazepine (98mg). The mixture was stirred at 
room temperature for 15 hours. To the reaction mixture was 
added ethyl acetate (100ml), and the resulting precipitate 
was filtered and recrystallized from ethyl acetate-methanol 
20 to give 1-ethyl- 1- [ 4- [ 7- (4-methyl-phenyl) -3 , 4- 

dihydronaphthalene- 2- carboxamido ] benzyl ] perhydro- 
azepinium chloride (Compound 37) (137mg) as colorless 
crystals, 
mp 207-210*0 
25 Elemental Analysis for C3 3 H„N 2 0C1 • 0 . 5H 2 0 
Calcd: C. 75.62; H, 7.69; N, 5.34. 
Found: C, 75.82; H, 7.69; N, 5.42. 

IR (KBr) cm" 1 : 3431, 2931, 1653, 1597, 1520, 1325. 1255, 808 
H NMR (200MHz. DMS0-d 4 ) <5 : 1.40 (3H, t, J=7.1Hz). 1.50- 
1.65 (4H, m), 1.70-1.90 (4H, m) , 2.35 (3H, s), 2.55-2.67 
(2H, m), 2.80-2.93 (2H, m) . 3.12-3.35 (4H, m) , 3.40-3.57 
(2H, m), 4.47 (2H, s), 7.23-7.35 (3H, m) . 7.50-7.60 (7H. 
m), 7.91 (2H, d, J=8.4Hz), 10.26 (1H, s). 
Working Example 38 (Production of Compound 38) 

In DMF (3ml) was dissolved N- [4- (chloromethyl) - 
phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - 
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carboxamide (150mg), and to the mixture was added 1- 
propylperhydroazepine (109mg) . The mixture was stirred at 
room temperature for 15 hours. To the reaction mixture was 
added ethyl acetate (100ml) , and the resulting precipitate 
5 was filtered to give 1- [ 4- [ 7- ( 4-methylphenyl ) -3 , 4- 
dihy dr onaphthalene - 2 - carboxamido ] ben zyl ] - 1 - propyl - 
perhydroazepinium chloride (Compound 38) (163mg) as 
colorless crystals, 
mp 195-199X: 
10 Elemental Analysis for C 3 4H 4 iN 2 OCl • 0 . 5H z O 
Calcd: C, 75.88; H, 7.87; N, 5.21. 
Found: C, 76.07; H, 7.83; N, 5.21. 

IR (KBr) cm" 1 : 3423, 2937, 1651, 1595, 1520, 1317, 1250, 814 
*H NMR (200MHz, DMSO-d 6 ) <5 : 0.93 (3H, t, J=7.2Hz), 1.52- 
15 1.65 (4H, m), 1.75-1.93 (6H, m) , 2.35 (3H, s), 2.55-2.68 
(2H, m), 2.80-2.95 (2H, m) , 3.00-3.13 (2H, m) , 3.22-3.40 
(2H, m), 3.40-3.58 (2H, m) , 4.49 (2H, s), 7.23-7.35 (3H, 
m), 7.46-7.60 (7H, m) , 7.90 (2H, d, J-8.0Hz), 10.22 (1H, 
s) . 

20 Working Example 39 (Production of Compound 39) 

In DMF (3ml) was dissolved N- [ 4- (chloromethyl ) - 
phenyl ] - 7 - ( 4 -me thylpheny 1 ) - 3 , 4 - dihydronaphthalene - 2 - 
carboxamide (150mg), and to the mixture was added 1- 
ethylperhydroazocine (109mg). The mixture was stirred at 

25 room temperature for 14 hours. To the reaction mixture was 
added ethyl acetate (100ml) , and the resulting precipitate 
was filtered and recrystallized from ethyl acetate-methanol 
to give 1-ethyl-l- [ 4- [ 7- ( 4 -methyl -phenyl ) -3 , 4- 
dihydronaphthalene - 2 - carboxamido ] benzyl ] perhydro - 

30 azocinium chloride (Compound 39) (142mg) as colorless 
crystals . 
mp 197-199 < € 

Elemental Analysis for C^H^OCl • 0 . 5H 2 0 
Calcd: C, 75,88; H, 7.87; N, 5.21. 
35 Found: C, 75.67; H, 7.88; N, 5.30. 

IR (KBr) cm" 1 : 3437, 2926, 1655, 1595, 1520, 1489, 1416, 1321, 
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1252, 812 

l H NMR (200MHz, DMSO-d.) <5 : 1.30-2.00 (13H. m) , 2.35 (3H, 
s), 2.55-2.70 (2H, m) . 2.85-3.00 (2H, ra) . 3.05-3.50 (6H, 
m). 4.44 (2H, s). 7.20-7.37 (3H, m) , 7.40-7.60 (7H, m) , 7.92 
5 (2H, d, J=8.6Hz), 10.28 (1H, s). 

Working Example 40 (Production of Compound 40) 

In THF (7nil) was dissolved N-[4-(chloromethyl)- 
phenyl ] - 7 - ( 4 -me thylphenyl ) - 3 , 4 - dihydro - naphthalene - 2 - 
carboxamide (150mg), and to the mixture was added 1- 
10 methylpiperazine (129 Ml) . The mixture was refluxed for 24 
hours . The reaction mixture was cooled to room temperature , 
and to the mixture was added 5% sodium hydrogen carbonate 
solution (50ml). The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
15 chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/ triethylamine=20/l) and recrystallized from ethyl 
acetate-hexane to give 7- ( 4-methylphenyl) -N- [ 4- ( 4 -methyl - 
20 l-piperazinylmethyl)phenyl]-3, 4-dihydronaphthalene-2- 

carboxamide (Compound 40) (105mg) as colorless crystals, 
mp 174-175t: 

Elemental Analysis for C 30 H„NjO 
Calcd: C, 79.79; H, 7.37; N, 9.30. 
25 Found: C, 79.43; H, 7.41; N, 9.28. 

IR (KBr) cm 1 : 3327, 2941, 2794, 1643, 1524, 1315, 1163, 1011, 
808 

'H NMR (200MHz, CDC1,) <5 : 2.29 (3H, s), 2.35-2.60 (8H, m) , 
2.40 (3H, s), 2.65-2.78 (2H, m) . 2.90-3.02 (2H, m) . 3.48 
(2H, s), 7.20-7.35 (6H. m) , 7.39-7.63 (7H. m) . 
Working Example 41 (Production of Compound 41) 

In DMF (3ml) was dissolved N- [4- ( chloromethyl ) - 
phenyl ] - 7 - ( 4-methylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - 
carboxamide (150mg), and to the solution were added 1- 
35 (2-methoxyphenyl)piperazine (97mg) and potassium carbonate 
(268mg). The mixture was stirred at room temperature for 
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13 hours, and to the mixture was added water (50ml). The 
mixture was extracted with ethyl acetate. The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate, and concentrated under 
5 reduced pressure. The residue was recrystallized from 
ethyl acetate-diisopropylether to give N-[4-[l-(2- 
methoxyphenyl ) - 4 -piper azinylme thy 1 ] phenyl ] - 7 - ( 4 - 
me thylphenyl ) - 3 , 4 - dihydronapht halene - 2 - carboxamide 
(Compound 41) (142mg) as colorless crystals. 
10 mp 202-205^ 

Elemental Analysis for Cae^NaOz 
Calcd: C, 79.53; H, 6.86; N, 7.73. 
Found: C, 79.28; H, 6.68; N, 7.66. 

IR ( KBr ) cm* 1 : 3350, 2933, 2812, 1649, 1595, 1520, 1500, 1313, 

15 1240, 812, 746 

l H NMR (200MHz, CDC1.) <5 : 2.40 (3H, s), 2.60-2.75 (6H, m) , 
2.90-3.12 (6H, m), 3.57 (2H, s), 3.86 (3H, s), 6.80-7.03 
(4H, m), 7.20-7.28 ( 3H , m) , 7.30-7.38 (3H, m) , 7.40-7.51 
(4H, m) , 7.53-7.63 ( 3H , m) . 

20 Working Example 42 (Production of Compound 42) 

In THF (7ml) was dissolved N- [ 4- ( chloromethyl ) - 
phenyl ] - 7 - ( 4 -me thylphenyl ) - 3 , 4 - dihydronaphthalene- 2 - 
carboxamide (150mg), and to the mixture was added l-(2- 
pyrimidyl)piperazine (190mg) The mixture was refluxed for 

25 24 hours. The reaction mixture was cooled to room 

temperature, and to the mixture was added 5% sodium hydrogen 
carbonate solution (50ml) . The mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous sodium 

30 sulfate, and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate) and recrystallized from 
ethyl acetate-hexane to give 7 - ( 4 -methylphenyl ) -N- [ 4 - 
[ 1 - ( 2 -pyrimidyl ) - 4 -piperazinylmethyl ] -phenyl ] - 3 , 4 - 

35 dihydronaphthalene- 2- carboxamide (Compound 42) (166mg) as 
colorless crystals. 
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mp 203-204'C 

Elemental Analysis for C 3J H J3 N s O 
Calcd: C. 76.87; H. 6.45; N, 13.58. 
Found: C, 76.77; H, 6.40; N, 13.60. 
5 IR (KBr) cm-: 3367. 2935, 1649, 1585, 1516. 1448. 1358, 1313 
1255, 984, 808 

'HNMR (200MHz. CDCl,) 6: 2.40 (3H. s), 2.47-2.54 (4H m, 
2.65-2 78 (2H. m) . 2.93-3.03 (2H, m, , 3.53 (2H. s), 3.79-3.87 
10 H ; 6 ' 47 tf J=4,8HZ) ' ? - 23 " 7 - 28 (3H ' *'30-7.38 

Working Example 43 (Production of Compound 43) 

in DMF (3ml) was dissolved N- [ 4 - ( chloromethyl ) - 
Phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - dihydronaphthalene- 2 - 
carbcxamide (150mg). and to the solution were added 1- 
benzhydrylpiperazine (127mg) and potassium carbonate 
(268mg). The mixture was stirred at room temperature for 
24 hours, and to the mixture was added water (50ml) The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous sodium sulfate, and concentrated under 
reduced pressure. The residue was recrystallized from 
acetone-diisopropylether to give N- [4- (4-benzhydryl-l- 
Piperazinyl-methyl)phenyl] -7- ( 4 -methylphenyl) -3 4- 
25 dihydronaphthalene-2-carboxamide (Compound 43) U40mg) as 
colorless crystals, 
mp 217-218t 

Elemental Analysis for C„H«,N,0 
Calcd: C, 83.55; H, 6.84; N, 6.96. 
30 Found: C, 83.25; H, 6.86; N, 7.06. 

IR (KBr) cm"': 3417. 2954, 2812. 1659, 1618, 1520. 1410. 1313, 
1007, 810, 706 

'HNMR (200MHz, DMSO-dJ <5 : 2.20-2.65 (13H. m) . 2.80-2 93 

35 ;:; 0 ;;;; s ; 2,s '^-<^)-. 1 o-, 7 o (22 „, ml , 

Working Example 44 (Production of Compound 44) 
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In DMF (3ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl] -7- ( 4-methylphenyl) -3, 4 -dihydronaphthalene- 2- 
carboxaraide (150mg), and to the solution were added 1- 
( 2-furoyl )piperazine hydrochloride (109mg) and potassium 
5 carbonate (268mg). The mixture was stirred at room 

temperature for 18 hours, and to the mixture was added water 
(50ml) . The mixture was extracted with ethyl acetate- The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 

10 concentrated under reduced pressure. The residue was 

purified with ethyl acetate-diisopropylether to give N- 
[ 4 - [ 1 - ( 2 - f uroyl ) - 4 -piperaz inylmethyl ] phenyl ] - 7 - ( 4 - 
methylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - carboxamide 
(Compound 44) (112mg) as colorless amorphous. 

15 IR (KBr) cm" 1 : 3309, 2920, 1618, 1518, 1489, 1437, 1313, 1184, 
1001, 812, 754 

Elemental Analysis for C 3 <H 33 N 3 0 3 
Calcd: C, 76.81; H, 6.26; N, 7.90. 
Found: C, 76.60; H, 6.02; N, 7.61. 
20 l H NMR (200MHz, CDC1 3 ) <5 : 2.40 (3H, s), 2.43-2.55 ( 4H , m) , 
2.65-2.78 (2H, m) , 2 . 9 0 - 3 . 03 ( 2H , m ) , 3.52 (2H, s) , 3.73-3.87 
(4H, m), 6.44-6.49 ( 1H, m) , 6.98 (1H, d, J = 3.2Hz), 7.20-7.68 
(14H, m). 

Working Example 45 (Production of Compound 45) 
25 In DMF (3ml) was dissolved N- [ 4 - ( chloromethyl ) - 

phenyl] -7- ( 4-methylphenyl) -3 , 4 -dihydronaphthalene- 2- 
carboxamide (150mg), and to the solution were added 1- 
( 3 , 4 , 5 -trimethoxybenzyl) piperaz ine (138mg) and potassium 
carbonate (268mg). The mixture was stirred at room 
30 temperature for 48 hours, and to the mixture was added water 
(50ml) . The mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
35 recrystallized from ethyl acetate-diisopropylether to give 
N-[4-[l-(3,4, 5 -trimethoxybenzyl ) -4-piperazinylmethyl ] - 
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phenyl ] - 7 - ( 4 -methylphenyl ) - 3 . 4 - dihydronaphthalene - 2 - 
carboxamide (Compound 45) (I55mg) as pale yellow crystals, 
mp 143-144t 

Elemental Analysis for C„H 4J N 3 0< 
5 Calcd: C. 75.82; H, 7.02; N, 6.80. 
Found: C, 75.74; H. 6.85; N, 6.75. 

IR (KBr) cm': 3425, 2935. 2806. 1649, 1593, 1520. 1458. 1421 
1313, 1236, 1128, 1009, 810 

'HNMR (200MHz, CDC1J 6: 2.40 (3H, s), 2.40-2.55 (8H m) 
2.65-2.77 (2H, m) , 2.90-3.03 (2H, m) , 3.45 (2H, s) 3 51 
(2H, s), 3.84 (3H, s), 3.86 (6H, s), 6.56 (2H, s). 7.20-7.36 
(6H, m), 7.40-7.62 (7H. m) . 

Working Example 46 (Production of Compound 46) 

in THF (7ml) was dissolved N- [ 4- ( chloromethyl) - 
1 ] - 7 - ( 4 -mettiyiphenyi ) - 3 , 4 - dihydronaphthalene - 2 - 
carboxamide (150mg), and to the mixture was added l-(2- 
hydroxyethyl)piperazine (142^1). The mixture was 
refluxed for 22 hours. The reaction mixture was cooled to 
room temperature, and to the mixture was added 5% sodium 
20 hydrogen carbonate solution (50ml). The mixture was 

extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-hexane to give N- [4- [ 1- ( 2-hydroxyethyl) -4- 
Piperazinylmethyl ] phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - 

dihydronaphthalene-2-carboxamide (Compound 46) '(158mg) as 
colorless crystals, 
mp 185-187^ 
30 Elemental Analysis for C^H^O, • 0.3H 2 O 
Calcd: C, 76.45; H. 7.37; N, 8.63. 
Found: C, 76.64; H, 7.13; N, 8.35. 

IR (KBr) cm": 3319, 2937. 2816, 1649, 1597, 1520. 1412, 1317 
812 

l H NMR (200MHz, CDC1 3 ) 6 : 2.40 (3H, s), 2.43-2.61 (10H m) 
2.65-2.78 (2H, m) . 2.92-3.03 (2H, m) , 3.50 (2H, s), 3.61 
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(2H, t, J=5.5Hz), 7.21-7.36 (6H, m) , 7.40-7.63 (7H, m) . 
Working Example 47 (Production of Compound 47) 

In THF (7ml) was dissolved N- [ 4 - ( chlorome thyl ) - 
phenyl ] - 7 - ( 4 -me thylphenyl ) - 3 , 4 - dihydronaphthalene - 2 - 
5 carboxamide (150mg), and to the mixture was added 3- 

aminopyridine (109mg). The mixture was refluxed for 45 
hours . The reaction mixture was cooled to room temperature , 
and to the mixture was added 5% sodium hydrogen carbonate 
solution (50ml). The mixture was extracted with ethyl 

10 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=3/l ) and recrystallized from ethyl 

15 acetate-hexane to give 7- ( 4 -methylphenyl ) -N- [4- [N- ( 3- 
pyr idyl Jaminome thyl] phenyl] -3 , 4- dihydronaphthalene -2- 
carboxamide (Compound 47) (14mg) as colorless crystals, 
mp 212-214^ 

IR (KBr) cm* 1 : 3383, 3022, 1655, 1591, 1516, 1412, 1315, 1254, 
20 808, 708 

l H NMR (200MHz, CDC1 3 ) <5 : 2.40 (3H, s) , 2.66-2.78 (2H, m) , 
2.92-3.03 (2H, m) , 4.05-4.18 (1H, br), 4.30-4.37 (2H, m) , 
6.88 (1H, ddd, J=1.4, 2.8, 8.0Hz), 7.08 ( 1H , dd, J=4.8, 
8.0Hz) , 7.23-7.30 (3H, m) , 7.32-7.39 (3H, m) , 7.41-7.51 ( 4H , 
25 m), 7.58-7.65 (3H, m) , 7.98 (1H, dd, J-1.4. 4 . 8Hz ) , 8.09 
(1H, d, J=2.8Hz). 

Working Example 48 (Production of Compound 48) 

In DMF (3ml) was dissolved N- [4- ( chloromethyl ) - 

phenyl ] - 7 - ( 4 -methylphenyl ) - 3 , 4 - dihydronaphthalene- 2 - 
30 carboxamide (150mg), and to the mixture was added 2- 

amino-1 , 3 -propanediol (106mg). The mixture was stirred at 

room temperature for 72 hours, and to the mixture was added 

water ( 50ml ) . The mixture was extracted with ethyl acetate . 

The organic layer was washed with saturated sodium chloride 
35 solution, dried with anhydrous sodium sulfate, and 

concentrated under reduced pressure. The residue was 
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recrystallized from ethyl acetate-diisopropylether to give 
N- [ 4 - [ ( 1 . 3 - dihydroxy- 2 -propyl ) aminomethyl ] phenyl ] - 7 - ( 4 - 

methyl-phenyl)-3,4-dihydronaphth a iene-2-carboxamide 
(Compound 48) (60mg) as colorless crystals. 
5 mp 189-193"C 

Elemental Analysis for C J8 H 3 ,N 2 0 3 
Calcd: C, 75.99; H, 6.83; N, 6.33. 
Found: C, 75.64; H, 6.86; N, 6.11. 

IR (KBr) cm": 3332. 2931. 1649. 1620, 1597, 1520. 1412. 1319. 
10 1255, 1045, 812 

l HNMR (200MHz, DMSO-d.) 6 , 2 . 35 ( 3H. s ) , 2 . 53 - 2 . 65 ( 2H m) 
2.80-2.93 (2H, m) , 3.28-3.45 (5H, m) . 3.73 (2H. s). 4.43 
(2H, s), 7.20-7.35 (5H, m) , 7.43-7.59 (5H, m) . 7.67 (2H. 
d, J=8.4Hz), 9.90 (1H, s) . 

15 Wor"k" "i r> rr Pvamnlo a o r n*-^. j ^ j _ - _ 

a — ^ \inwuuuLiun or compound 49) 
In THF (10ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl] -7- ( 4-methylphenyl) -3 , 4-dihydronaphthalene-2- 
carboxamide (300mg). and to the mixture was added 4- 
hydroxypiperidine ( 235mg) . The mixture was ref luxed for 24 
20 hours . The reaction mixture was cooled to room temperature . 
and to the mixture was added 5% sodium hydrogen carbonate 
solution (50ml). The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate -hexane to give N-[4- 
( 4-hydroxypiperidinomethyl)phenyl] -7- (4-methylphenyl) - 
3.4-dihydronaphthalene-2-carboxamide (Compound 49) 
(271mg) as colorless crystals. 
30 mp 223-224t: 

Elemental Analysis for C 10 H„N 2 0, 
Calcd: C, 79.61; H, 7.13; N, 6.19. 
Found: C, 79.54; H. 7.00; N. 6.15. 

IR (KBr) cm": 3321. 2937, 1651, 1622, 1597, 1520, 1412. 1319. 
35 1070, 812 

'HNMR (200MHz. DMSO-d s ) 6 , 1.28-1.47 (2H, m) , 1.63-1.78 (2H, 
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m), 1.88-2.08 (2H. m) , 2.25-2.70 (7H, m) , 2.80-2.92 (2H, 
m), 3.23-3.50 (2H, m) , 4.50-4.58 (1H, m) , 7.17-7.33 (5H, 
m) , 7.45 (1H, s) , 7.48-7.60 (4H, m) , 7.67 (2H, d, J=8 . 0Hz ) , 
9.92 (1H, s) . 
5 Working Example 50 (Production of Compound 50) 

In THF (10ml) was dissolved N- [ 4 - ( chloromethyl ) - 
phenyl] -7- (4-methylphenyl) -3, 4 -dihydro- naphthalene- 2- 
carboxamide (300mg), and to the mixture was added 
thiomorpholine (233^1). The mixture was refluxed for 20 

10 hours . The reaction mixture was cooled to room temperature , 
and to the mixture was added 5% sodium hydrogen carbonate 
solution (50ml). The mixture was extracted with ethyl 
acetate. The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate, and 

15 concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-hexane to give 7- (4- 
methylphenyl ) -N- [ 4- ( thiomorpholinomethyl ) phenyl ] -3,4- 
dihydro- naphthalene- 2 -carboxamide (Compound 50) (309mg) as 
colorless crystals . 

20 mp 178-180^ 

Elemental Analysis for C 2 9H 30 N 2 OS 
Calcd: C, 76.61; H, 6.65; N , 6.16. 
Found: C, 76.39; H, 6.71; N, 5.94. 

IR ( KBr ) cm* 1 : 3307, 2910, 2810, 1648, 1599, 1520, 1412, 1315, 
25 1257, 806 

l H NMR (200MHz, CDC1 3 ) <5 : 2.40 (3H, s), 2.57-2.75 (10H, m) , 
2.90-3.03 (2H, m) , 3.50 (2H, s), 7.22-7.62 (13H, m) . 
Working Example 51 (Production of Compound 51) 

In THF (10ml) was dissolved N- [ 4 -( chloromethyl ) - 

30 phenyl] -7- ( 4-methylphenyl) -3 , 4-dihydronaphthalene -2- 
carboxamide (300mg), and to the mixture was added 
diethanolamine (222U1). The mixture was refluxed for 34 
hours . The reaction mixture was cooled to room temperature , 
and to the mixture was added 5% sodium hydrogen carbonate 

35 solution (50ml). The mixture was extracted with ethyl 

acetate . The organic layer was washed with saturated sodium 
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chloride solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/triethylamine=10/l ) and recrystalli Z ed from ethyl 
5 acetate-hexane to give N-[4-[N.N-bis(2-hydroxyethyl)- 

aminomethyljphenyl] -7- ( 4-methylphenyl) -3 . 4-dihydro- 

naphthalene-2-carboxamide (Compound 51) (i 4 8mg) as 

colorless crystals. 

mp 150-15lt: 
10 Elemental Analysis for C„H„N 2 0, 

Calcd: C, 76.29; H, 7.06; N, 6.14. 

Found: C. 75.90; H, 7.10; N, 6.18. 

IR (KBr) cm-: 3307. 2943. 1645. 1599. 1524, 1412. 1321, 1255. 
1036, 804 

15 'H NMR (200MHz. CDCi,, 5-. 2.40 (3H. .,. 2 . 64 . 2 . 75 (6H , 

2.90-3.00 (2H, m,. 3.58-3.70 (6H. ., , 7.20-7.37 (6H, m, , 
7.40-7.51 (4H, B ). 7.58 (2H, d, J=8.4Hz), 7.67-7.77 ( 1H 
m) . 

Working Example 52 (Production of Compound 52) 

In DMF (5ml) was dissolved N-[4-(chloromethyl) - 
Phenyl] -7- ( 4-methylphenyl) -3 , 4-dihydronaphthalene-2- 
carboxamide (IsOmg). and to the mixture was added pyridine 
(94tfl) . The mixture was stirred at 70^ for 24 hours and 
to the mixture was added water (50ml). The mixture was 
25 washed with ethyl acetate. The aqueous layer was allowed 
to stand at room temperature for 3 hours. The resulting 
precipitate was filtered and purified with ethyl 
acetate-methanol to give l-[ 7- (4-methylphenyl) -3 4- 
dihydronaphthalene-2-carboxamido)ben Z yl]py r i dinium 
chloride (Compound 52) (74mg) as colorless amorphous. 
Elemental Analysis for C,.H„N 2 0C1 • 0 . 5H.0 
Calcd: C, 75.70; H. 5.93; N, 5.88. 
Found: C, 75.83; H, 6.02; N, 5.63. 

IR (KBr) cm"': 3413, 1655, 1595. 1518. 1414, 1317, 1248, 810 
HNMR (200MHz. DMSO-dJ 6 : 2 . 35 (3H, s ) , 2 . 55-2 . 67 ( 2H m) 
2.80-2.93 (2H, m, . 5.85 (2H, s). 7.24-7.34 (3H, m) . 7.50-7.60 
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(7H. m). 7.85 (2H, d. J=8.6Hz), 8.14-8.25 (2H. m) . 8.64 (1H. 
t, J=7.7Hz), 9.20-9.30 (2H, m) , 10.18 (1H. s). 
Working Example 53 (Production of Compound 53) 

A solution of N-(4-chloromethylphenyl)-7-(4-methyl- 
5 phenyl) -2, 3-dihydro- l-benzoxepine-4-carboxamide (0.2g) 
and sodium cyclohexylsulf ide (0.08g) in dimethylf ormamide 
(10ml) was stirred at room temperature for 2.5 hours. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 

10 layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- ( 4 - ( cyclohexylthiomethyl ) - 

1 5 phenyl ) - 7 - ( 4 -me thylpheny 1 ) - 2 , 3 - dihydro - 1 - ben zoxepine - 4 - 
carboxamide (Compound 53) (0.19g) as colorless crystals, 
mp 161-162'C . 

l H-NMR ( 8 ppm, CDC1,): 1.23-1.42 (6H, m) , 1.63-1.75 (2H, m) , 
1.92-2.05 (2H, m), 2.39 (3H, s), 2.49-2.59 ( 1H , m) . 3.07 
20 (2H, t, J = 4.5HZ). 3.73 ( 2H , s), 4.36 (2H. t, J = 4.5Hz). 7.06 
(1H, d, J=8.2Hz), 7.22-7.34 (5H. m) , 7.44-7.59 (7H, m) . 
IR(KBr) V: 2928, 2851, 1651cm" 1 . 
Anal, for CjjHjjNCS: 
Calcd. C76.98; H.6.88; N.2.90. 
25 Found C.76.65; H,6.59; N,3.09. 

Working Example 54 (Production of Compound 54) 

In DMF (3ml) was dissolved 3 . 4-dihydro-N- [ 4- ( 4- 
hydroxypiperidinomethyl ) phenyl ] - 7 - ( 4 -methylphenyl ) - 
naphthalene- 2 -carboxamide (130mg). and to the mixture was 
30 added methyl iodide ( 54 u 1) . The mixture was stirred at room 
temperature for 17 hours, and to the mixture was added ethyl 
acetate (100ml). The resulting precipitate was filtered 
and recrystallized from ethyl acetate-methanol to give 
4 - hydroxy - 1 - me thy 1 - 1 - [ 4 - [ 7 - ( 4 - me thy lpheny 1 ) - 3 , 4 - 
35 dihydronaphthalene- 2 -carboxamido] benzyl] -piperidinium 

iodide (Compound 54) (138mg, ratio of isomers=58 : 42 ) as 
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colorless crystals, 
mp 157-161^ 

Elemental Analysis for C n H M I • o . 5H,0 
Calcd: C, 61.69; H , 6.01; N. 4.64 
5 Found: C, 61.75; H, 5.84; N, 4.64. 

IR (KBr) cm 1 : 3396, 1655. 1595, 1520, 1416. 1319 1250 81, 
H NMR ( 200MHz , DMSO-d 4 ) 6 • 1 65-1 90 Oh f ' 

m) 2 35 ( . , l-90(2H.m), 1.96-2. 20 (2H. 

3 10 3 57 4 H ; 5 " 2 - 68 (2H ' m) ' 2 '^3-00 (5H. . 
5.05 o 42H, d, J=2 .8HZ). 5.12 (0.58H, d, J=3 . 6Hz , , 

10^/;;:^' 7 - 42 - 7 - 60 *»■ «». .,. 

Working Example 55 (Production of Compound 55) 

i, r- J" 7 . (3ml) ^ dlSSOlVed ^(4-methyl ph enyl,- N - 
- - v uu« morpnoxmometnyl ) phenyl ] - 3 , 4 - dihydro- 

naphthalene-2-carboxamide (I60mg,, an d to the mixture was 
added methyl iodide (66,1). The mixture was mUx j££™ 
temperature for 17 hours, and to the mixture was added e h" 
acetate (100ml). The resulting precipitate was filtered 
20 and recrystallized from ethyl acetate-methanol to give 
4-methyl- 4 - [ 4-[7-(4-methyl-phenyl,-3,4-dihydro- 

decompound 55) ( i65mg) as colorless crygtals . 

25 Elemental Analysis for C„H„ Nj OSI • 0.2H 2 O 
Calcd: C, 60.04; H, 5.61; N, 4.67 
Found: C, 59.91; H, 5.52; N. 4.66. 

IR (KBr) cm' 1 : 3423, 1651, 1597, 1520, 1416 1319 1250 81? 
H NMR ( 200MHz , DMSO-d.) 6 • 2 35 I ?u » \ 
30 2 83-3 30 tou , , ' ( ' S) ' 2 - 55 " 2 - 6 8 (2H, m) , 

3H mi 7 ?: 4 °" 3 - 65 (4H ' mK 4 - 62 (2H ' «>• ^"-7.35 

(». m) . 7.45-7.61 (7H, m), 7.90 (2H, d, J-8.6H.) . 10.19 

Working Example 56 (Production of Compound 56) 

35 et hvl T {3ml) ^ diSS ° 1Ved N -t 4 -f N ^-bis(2-hydroxy- 

35 ^yl,am 1 nomethyl]phenyl]-7-(4-methylphenyl)- 3 4- 

dihydrcnaphthalene-2-carboxamide (loomg), and ' to the 
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mixture was added methyl iodide (41^1). The mixture was 
stirred at room temperature for 22 hours. The solvent was 
evaporated and the residue was purified with ethyl 
acetate-methanol to give bis ( 2-hydroxyethyl) methyl [ 4- 
5 [ 7 - ( 4 -me thylpheny 1 ) - 3 , 4 - naphthalene - 2 - carboxamido ] - 

benzyl] ammonium iodide (Compound 56) (lOlmg) as colorless 
amorphous . 

Elemental Analysis for C 30 H 35 NzO3l ■ 0 . 5H 2 0 
Calcd: C, 59.31; H, 5.97; N, 4.61. 

10 Found: C, 59.19; H, 5.74; N, 4.68. 

IR ( KBr ) cm -1 : 3365, 1651, 1593, 1520, 1416, 1319, 1250, 810 
l H NMR (200MHz, DMSO-d*) <5 : 2.35 ( 3H , s) , 2.55-2.67 (2H, m) , 
2.84-3.01 (5H, m), 3.27-3.55 (4H, m) , 3.88-3.98 ( 4H , m) , 
4.62 (2H, s), 5.33 ( 2H , t, J«4.8Hz), 7.25-7.35 (3H, m) , 

15 7.47-7.60. (7H, m) , 7.88 (2H, d, J=8.4Hz), 10.18 (1H, s). 
Working Example 57 (Production of Compound 57) 

In DMF (3ml) was dissolved (E) -N- [ 4- ( chloromethyl ) - 
phenyl]-3-(4-methylphenyl)cinnamamide (200mg), and to the 
solution were added 1- (3 , 4-methylenedioxybenzyl) - 

20 piperazine (158mg) and potassium carbonate (382mg). The 
mixture was stirred at room temperature for 16 hours, and 
to the mixture was added water (50ml). The mixture was 
extracted with ethyl acetate . The organic layer was washed 
with saturated sodium chloride solution, dried with 

2 5 anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give (E ) -N- [ 4- [ 1- ( 3 , 4- 
methy lenedioxybenzyl ) - 4 - piperazinylmethyl ] phenyl ] - 3 - ( 4 - 
methylphenyDcinnamamide (Compound 57) (266mg) as 

30 colorless crystals, 
mp 204-207*0 

Elemental Analysis for C^H^C^ * 0 . 5H 2 0 
Calcd: C, 75.79; H, 6.54; N, 7.58. 
Found: C, 76.19; H, 6.48; N, 7.83. 
35 IR (KBr) cm -1 : 2939, 2806, 1664, 1626, 1524, 1491, 1246, 1041, 
1007, 970, 824, 795 
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'H^R( 2 00MH 2 .CDC1 3 ) 6 , 2 . 30-2 . 60 ( 8H . m ), 2 . 41 (3H . .,. 
3.41 (2H. S). 3.48 (2H, .,. 5 .93 (2H, .,. 6 . 61 (1H , d , 

= 15 6H., 6.73 (2H. S>.6.84(1H, s), 7.23-7.32 („..). 
7.33-7.60 (8H. 7.72 (1H. s). 7.81 (1H. d. J-13.6H.) . 

5 Working Example 58 (Production of Compound 58) 

In THF (lomi, was dissolved 7-phenylnaphthalene-2- 
carboxylic acid (350mg). and to the solution were added 
oxalyl chloride ( 184 Ul > and a drop of DMF . The mixture was 

10 TZT, ^ r00m t6mperatUre ** 1 hour and concentrated under 
10 reduced pressure. The residue was dissolved in THF ( 10ml) 
and to the solution were added l-(4-aminobenzyl) - 
Piperidine (295mg) and triethylamine (237*1) at room 
temperature. The reaction mixture was stirred at room 
c 2 hours , and to the mixture was added water 

- e -«ure was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with anhydrous sodium sulfate, and 
concentrated under reduced pressure. The residue was 

20 rr4 7 r alliZed fr ° m Sthyl acetate -<^°Propylether to give 
N-[4-(p i peridinomethyl)p h enyl]-7-phenylnaphthalene-2- 

(COmP ° Und 58> M91mg) 33 mellow crystals. 

Elemental Analysis for C„H 2 .N 2 0 • 0.2H 2 O 
Calcd: C, 82.12; H, 6.75; N, 6.60. 
25 Found: C. 82.26; H, 6.80; N. 6.62. 

IH (KBr) cm-, 3313. 2933. 1649. 1527. 1317. 849 754 692 

H NMR (200MHz, CDC1 3 ) fi. n71fi ,, sn , „ ' * 

v.x 3 , u . 1.37-1.65 (6H, m) . 2.35-2.45 (4H 

3.48 ( 2H , s). 7.33-7.57 (5H. m) , 7.62-7.77 (4H m, ' 
.7.83-8.01 (5H. m). 8.15 (IH. s). 8.44 (IH. s) 
30 Working Example 59 (Production of Compound 59) 

In DMF (3ml) was dissolved N-(4-(piperidinomethyl)- 

Phenyl]-7-phenylnaphthalene-2-carboxamide (300mg). and to 
tne mixture 



35 



4- ho . . WAM,,UUC vjuumgj, ana to 

the mxxture was added methyl iodide (133*1). The mixture 
was stirred at room temperature for 16 hours and concentrated 
under reduced pressure. The residue was recrystalli 2e d 
from ethyl acetate to give l-[4-(7-phenylnaphthalene-2- 
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carboxamido ) benzyl ] - 1-methylpiperidinium iodide (Compound 
59) (374mg) as pale yellow crystals, 
mp 203-207t: 

Elemental Analysis for C 30 H 31 N 2 OI • 1 . 0H 2 O 
5 Calcd: C, 62.07; H, 5.73; N, 4.83. 
Found: C, 61.82; H, 5.43; N, 4.87. 

IR (KBr ) cm" 1 : 3450, 1655, 1597, 1520, 1417, 1317, 1250, 700 
1H NMR (200MHz, DMS0-d 6 ) 6: 1.40-2.00 (6H, rn) , 2.94 (3H, 
s), 3.25-3.40 (4H, m) , 4.56 (2H, s), 7.40-7.60 (5H, m) , 
10 7.84-7.89 (2H, m) , 7.95-8.17 (6H, m) , 8.40 (1H, s), 8.66 
(1H, s), 10.68 (1H, s). 

Working Example 60 (Production of Compound 60) 

In THF (15ml) was dissolved 5 -( 4-methylphenyl) - 
indene-2-carboxylic acid (500mg) , and to the solution were 

15 added oxalyl chloride (262 Ml) and a drop of DMF. The 
mixture was stirred at room temperature for 1 hour and 
concentrated under reduced pressure. The residue was 
dissolved in THF (15ml), and to the solution were added 
l-(4-aminobenzyl)piperidine (419mg) and triethylamine (336 

20 Ail) at room temperature. The reaction mixture was stirred 
at room temperature for 16 hours, and to the mixture was 
added water (100ml) . The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with anhydrous sodium sulfate , and 

25 concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-hexane to give N-[4- 
( piper idinomethyl ) phenyl ] - 5 - ( 4-methylphenyl ) - indene- 2 - 
carboxamide (Compound 60) (549mg) as colorless crystals, 
mp 219-220T; 

30 Elemental Analysis for C 29 H3oN 2 0 

Calcd: C, 82.43; H, 7.16; N, 6.63. 
Found: C, 82.17; H, 7.13; N, 6.56. 

IR (KBr) cm" 1 : 3346, 2935, 1645, 1597, 1516, 1408, 1315, 1250, 
808 

35 l HNMR (200MHz, DMS0-d<) 6 : 1.34-1.57 (6H, m) , 2 . 25 - 2 . 40 ( 7H , 
m), 3.30-3.43 (2H, m) , 3.80-3.90 (2H, m) , 7.20-7.32 (4H, 
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nt) , 7.56-7.68 ( 4H m) 7 70 nu * t ~ 

9-96 (1H. s). J=8.4H 2 ), 7.83 (2H, s). 

Working Example 61 (Production of Compound 61) 

5 ohen n UOml) ^ diSS ° 1Ved ^-^P-idinomethyl)- 

Id t ^•^^^^^-^carboxan.ide (400 mg) , 

and to the mixture was added methyl iodide (177*1) The 
mature was stirred at room temperature for 86 hours and 
concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate to give l-[4-(5-(4- 
10 -thylphenyDindene^-carboxamido] -benzyl) -1-methyl- 

crystal d s iniUm ^ "> ^ ^™ 

mp 199-20l"C 

Elemental Analysis for CH^OI • o . 5H,0 
15 Calcd: C, 62.83; II, 5.98; N, 4.88. 
Found: C, 62.56; H, 5.87; N, 4 97 

» (Br) cm"': 3450. 2947, 1651, 1 595 ,' 1520 , 1416 , ^ 



20 2 9 T( r ^ 62 1 - 40 " 2 - 00 (6H ' 2 ' 36 *>< 

2H 7 S ; ; 2 °- 3 - 40(4H ' m ^-30-3-90 ( 2„, m).4.54 

5 5 ; n ( ' d ' J=8 - 0Hz) ' 7 - 52 <2H ' j = 8 -°h Z ). 

7-55-7.70 (4H, m) , 7.85-7.97 (4H, m) . 10.20-10.25 (1H, m) 

Workxng Example 62 (Production of Compound 62) 

25 nh J? r (3ml) ^ diSSOlved (E,-N-[4- ( chloromethyl)- 
phenyl)-3- ( 4.methylphenyl)cinnamami d e (200mg), and to the 
solution were added l-(4-methoxyphenyl)pi P erazine 
dxhydrochloride (I90mg) and potassium carbonate (382mg). 
The mi t was stirred at room temperature for 14 hours. 

30 extract d ™ ^ ^ ^ ' The mixture was 

extracted with ethyl acetate . The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 

35 D a ^ n ta ^-" iiSOpr0 ^ leth - to give ( E ) -N- [ 4 - [ 1 - ( 4 -methoxy- 

phenyl)-4-p 1 perazinylmethyl ]ph enyl)-3-(4-methylphenyl,- 
cinnamamide (Compound 62) (224mg) as colorless crystals 
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rnp 207-2O8T: 

Elemental Analysis for C,<H„U 3 0 2 
Calcd: C, 78.89; H, 6.81; N, 8.12. 
Found: C, 78.59; H, 6.65; N, 8.13. 
5 IR (KBr ) cm' 1 : 2937, 2812, 1662, 1626, 1512, 1248, 820, 795 
X H NMR (200MHz, CDC1 3 ) 6 : 2.41 (3H, s) , 2.56-2.65 (4H, m) , 
3.04-3.13 (4H, m), 3.54 (2H, s), 3.76 (3H, s), 6.61 ( 1H , 
d, J=15.6Hz), 6.78-6.94 (4H, m) , 7.23-7.63 (12H, m) , 7.73 
(1H, s), 7.82 (1H, d, J=15.6Hz). 

10 Working Example 63 (Production of Compound 63) 

In DMF (3ml) was dissolved ( E ) -N - [ 4 - ( chlorome thyl ) - 
phenyl] -3- ( 4-methylphenyl)cinnamainide (200mg), and to the 
solution were added 2- ( 3 , 4-dimethoxyphenyl ) ethylmethyl- 
amine (132 Ml) and potassium carbonate (38 2mg) . The mixture 

15 was stirred at room temperature for 12 hours, and to the 
mixture was added water (50ml) . The mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated sodium chloride solution, dried with anhydrous 
sodium sulfate, and concentrated under reduced pressure. 

20 The residue was separated and purified with column 

chromatography (ethyl acetate) to give colorless amorphous, 
which was dissolved in ethyl acetate (50ml), and to the 
mixture was added 4N hydrochloric acid ethyl acetate 
solution (0.5ml). The resulting precipitate was filtered 

25 and recrystallized from ethyl acetate-methanol to give 
(E) -N- [ 4- [N- [2- (3, 4-dimethoxyphenyl) ethyl] -N-methyl- 
aminomethyl ] phenyl ] - 3 - ( 4 -methylphenyl ) cinnamamide 
hydrochloride (Compound 63) (245mg) as colorless crystals, 
mp 214-217t: 

30 Elemental Analysis for C 34 H 36 N 2 0 3 • 1.0HC1 

Calcd: C, 73.30; H, 6.69; N, 5.03; CI, 6.36. 

Found: C, 73.00; H, 6.66; N, 4.99; CI, 6.20. 

IR (KBr) cm" 1 : 3427, 2941, 1682, 1601, 1518, 1417, 1344, 1259, 

1174, 1026, 793 

35 l H NMR (200MHz, DMSO-d«) 6 : 2.37 (3H, s) , 2.66-2.75 (3H, m) , 
2.95-3.40 (4H, m) , 3.73 (3H, s), 3.75 (3H, s), 4.15-4.28 
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(IH. 4.32-4.46 (IH, m) . 6.77 (IH. dd. J=1. 8 , 8.2Hz) 

6-84-6.94 (2H. .) . 7.02 (IH, d. J=16.0Hz>. 7.31 (2H. d 
J=7.8Hz), 7.48-7.75 (8H. m) . 7.79-7.93 (3H, m) . 10.56 (2H. 
s ) • 

5 Working Example 64 (Production of Compound 64) 

in DMF (3ml) was dissolved ( E ) -N- [ 4 - ( chloromethyl ) - 
phenyl]- 3 -(4-methylphenyl)cinnamamide (200mg), and to the 
solution were added methylaminoacetonitrile hydrochloride 
(77mg) and potassium carbonate (382mg). The mixture was 
strrred at room temperature for 14 hours, and to the mixture 
was added water (50ml). The mixture was extracted with 
ethyl acetate . The organic layer was washed with saturated 
sodium chloride solution, dried with anhydrous sodium 
sulfate, and concentrated under reduced pressure. The 

residue was recrystalJ < * ■> 

u — J.1VUI cuiyj. acetate- 

diisopropylether to give (E) -N- [ 4- [N- ( cyanomethyl ) -N- 

methylaminomethyl ] phenyl ] - 3 - ( 4 -me thylphenyl ) - 

mp ln ™5% (COmPOUn3 U29m9) " COl ° rleSS CryStals - 

20 Elemental Analysis for C js H 25Nj O • 0.1H 2 0 
Calcd: C, 78.60; H, 6.39; N, 10.58. 
Found: C, 78.44; H, 6.32; N, 10.35. 

« (KBr) cm": 3250, 3055, 1662, 1626, 1599. 1535. 1516. 1412. 
1344, 1184. 982, 822, 791 
25 W (200MHz, CDC1 3 ) 6 t 2.42 (3H, s), 2.44 (3H, s), 3.46 
2H S, 3.59 (2H, s), 6.61 (IH, d, J- 15 .4H.) f 7.23-7.65 
(12H, m), 7.74 (IH, s). 7.83 (IH, d, J=15.4Hz). 
Working Example 65 (Production of Compound 65) 

In DMF (3ml) was dissolved (E) -N- [ 4- (chloromethyl) - 
phenyl]- 3 -(4-methylphenyl)cinnamamide (200mg), and to the 
solution were added imidazole (49mg) and potassium carbonate 
382mg). The mixture was stirred at room temperature for 
18 hours, and to the mixture was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
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pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give ( E ) -N- [ 4 - [ ( imidazol- 1 - 
yl ) methyl ] phenyl ] - 3 - ( 4 -methylphenyl ) - cinnamamide 
(Compound 65) (90mg) as colorless crystals* 
5 mp 198-200^ 

Elemental Analysis for C 26 H 23 N 3 0 ■ 0 . 3H z O 
Calcd: C, 78.29; H, 5.96; N, 10.53. 
Found: C, 78.26; H, 5.92; N, 10.17. 

IR (KBr) cm' 1 : 3026, 1674, 1628, 1601, 1539, 1518, 1416, 1342, 

10 1182, 1080, 787 

l H NMR (200MHz, CDCl,) <5 : 2.41 (3H, s), 5.08 ( 2H , s), 6.67 
(1H, d, J-15.4HZ) , 6.91 (1H, s) , 7.09-7.16 (3H, m) , 7.23-7.30 
(2H, m), 7.35-7.66 (8H, m) , 7.72 (1H, s), 7.82 ( 1H , d, 
J=15.4Hz), 8.00 (1H, br s). 

15 Working Example 66 (Production of Compound 66) 

In DMF (3ml) was dissolved (E ) -N- [ 4- ( chloromethyl ) - 
phenyl] -3- ( 4 -methylphenyl ) cinnamamide (200mg), and to the 
solution were added 3- (hydroxymethyl)piperidine (191mg). 
The mixture was stirred at room temperature for 72 hours, 

20 and to the mixture was added water (50ml) . The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 

25 acetate-diisopropylether to give ( E ) -N- [ 4- [ 3 - ( hydroxy- 
me thyl ) piperidinomethyl ] phenyl ] - 3 - ( 4 -methylphenyl ) - 
cinnamamide (Compound 66) (160mg) as colorless crystals, 
mp 153-154^ 

Elemental Analysis for C 29 H 32 N 2 0 2 ' 0 . 1H 2 0 
30 Calcd: C, 78.74; H, 7.34; N, 6.33. 
Found: C, 78.51; H, 7.32; N, 6.25. 

IR (KBr) cm' 1 : 3290, 2924, 1664, 1626, 1603, 1543, 1514, 1412, 
1346, 1186, 789 

l H NMR (200MHz, CDC1 3 ) <5 : 1.50-1.90 (3H, m) , 2.05-2.35 (4H, 
35 m), 2.41 (3H, s), 2.50-2.63 (1H, m) , 2.70-2.80 (1H, m) , 3.46 
(2H, s) , 3.50-3.71 (2H, m) , 6.65 (1H, d, J=15.6Hz) , 7.23-7.31 
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(4H. m), 7.36-7.61 (7H. m) . 7.70-7.87 (3H. ra) . 
Working Example 67 (Production of Compound 67) 

In DMF (3ml) was dissolved (E) -N- [4- (chloromethyl) - 
phenyl] -3- (4-methylphenyl)cinnamamide (200mg), and to the 
5 mixture was added 3-hydroxypiperidine ( 168mg) . The mixture 
was strrred at room temperature for 13 hours, and to the 
mixture was added water (50ml) . The mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated sodium chloride solution, dried with anhydrous 
10 sodium sulfate, and concentrated under reduced pressure 
The residue was recrystalli zed from ethyl acetate- 
diisopropylether to give (E) -N- [ 4- (3-hydroxypiperidino- 
methyl ) phenyl ] - 3 - ( 4 -methylphenyl ) cinnamamide ( Compound 
67) (174mg) as colorless crystals. 
15 mp 132-134'C 

Elemental Analysis for Cj.H.oNA 
Calcd: C. 78.84; H, 7.09; N. 6.57. 
Found: C, 78.58; H. 7.08; N, 6.54. 

IR ( KBr ) cm"': 3427. 2937. 1660. 1628. 1601. 1539, 1412. 1344, 
20 1184, 791 

1 HNMR(200MHz,DMSO-d.) 8 : 1 . 28-1 . 90 ( 6H, m) , 2 . 36 ( 3H s) 
2-59-2.68 (1H. m) . 2.72-2.85 (1H. m) , 3.33 (2H, s), 4.56 
(1H, d. J=4.8H 2 ). 6.93 (1H. d, J=15.8H Z ), 7.20-7.35 ( 4H 
m), 7.46-7.71 (8H, m) , 7.89 (1H. s), 10.19 (1H s) 
Working Example 68 (Production of Compound 68) 

In DMF (3ml) was dissolved (E) -N- [ 4- ( chloromethyl) - 
phenyl)- 3 -(4-methylphenyl)cinnaxna m ide (200mg). and to the 
mrxture was added 2-piperidinemethanol (191mg) The 
mixture was stirred at room temperature for 13 hours, and 
to the mixture was added water (50ml). The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate-diisopropylether to give (E) -N- [ 4- ( 2- (hydroxy- 
methyl ) piperidinome thyl ] phenyl ] - 3 - ( 4 -me thy Iphenyl ) - 
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cinnamamide (Compound 68) (120mg) as colorless crystals, 
mp 137-139*0 

Elemental Analysis for C29H 32 N 2 0 2 
Calcd: C, 79.06; H, 7.32; N, 6.36. 
5 Found: C, 78.73; H, 7.38; N, 6.37. 

IR (KBr) cm" 1 : 3325, 2922, 1664, 1630, 1601, 1531, 1412, 1338, 
1174, 974, 793 

l H NMR (200MHz, CDC1 3 ) 8 : 1.30-1.80 (6H, m) , 2.10-2.25 (1H, 
m), 2.40-2.57 (1H, m) , 2.41 (3H, s), 2.82-2.93 ( 1H , m) , 3.33 
10 (1H, d, J=13.5Hz), 3.53 (1H, dd, J=4.0, 10.8Hz), 3.88 (1H, 
dd, J=4.0, 10.8Hz), 4.04 (1H, d, J=13.5Hz), 6.61 (1H, d, 
J=15.4Hz), 7.23-7.33 (4H, m) , 7.37-7.62 (8H, m) , 7.74 (1H, 
s) , 7.82 (1H, d, J=15.4Hz) . 

Working Example 69 (Production of Compound 69) 
15 In DMF (3ml) was dissolved ( E ) -N- [ 4- ( chloromethyl ) - 

phenyl] -3- ( 4 -methylphenyl ) cinnamamide (200mg), and to the 
mixture was added 2- ( 2-hydroxyethyl)piperidine (214mg). 
The mixture was stirred at room temperature for 18 hours, 
and to the mixture was added water (50ml) . The mixture was 
20 extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
pressure. The residue was recrystallized from ethyl 
acetate -diisopropylether to give ( E ) -N- [ 4 - [ 2- ( 2- 
25 hydroxyethyl) piper idinomethyl] phenyl] -3 - ( 4 -methyl- 
phenyl ) cinnamamide (Compound 69) (202mg) as colorless 
crystals . 
mp 142-143t; 

Elemental Analysis for C J0 H 3 4N 2 O 2 
30 Calcd: C, 79.26; H, 7.54; N, 6.16. 
Found: C, 79.00; H, 7.27; N, 6.19. 

IR (KBr) cm" 1 : 3300, 2935, 1666, 1628, 1603, 1541, 1516, 1412, 
1344, 1182, 789 

L H NMR (200MHz, CDC1 3 ) 5 : 1.30-2.13 (8H, m) , 2.20-2.35 ( 1H , 
35 m) , 2.41 (3H, s) , 2.73-2.87 (1H, m) , 2.92-3.07 (1H, m) , 3.48 
(1H, d, J=13.0Hz), 3.70-3.83 (1H, m) , 3.90-4.02 (1H, m) , 
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4.14 (IH. d. J=13.0Hz). 6.65 (IH. d. J-15.4H2). 7.23-7.33 
(4H, m). 7.38-7.64 (7H, m) . 7.72-7.87 (3H. m) . 
Working Example 70 (Production of Compound 70) 

In THF (10ml) was dissolved 3- ( 4-methylphenyl) - 
cinnamic acid (0.48g) . and to the solution were added oxalyl 
chloride ( 0 . 35ml ) and a drop of DMF . The mixture was stirred 
at room temperature for 1 hour and concentrated under reduced 
pressure. The residue was dissolved in THF (20ml). and to 
the solution were added l-(4-aminobenzyl)pi P eridine 
(0.38g) and triethylamine (0.34ml) at room temperature. 
The reaction mixture was stirred at room temperature for 
2 hours, and to the mixture was added water (150ml). The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 

15 With anhVlil-nnc m=>nnoo-i i.™ „,.l r.j. . . 

~* — 3nesiua OUXi °^ ana concentrated under 

reduced pressure. The residue was recrystallized from 
ethyl acetate-diisopropylether to give (E)-N-[4- 
( piperidinome thyl ) -phenyl ] - 3 - ( 4 -methylphenyl ) - 
cinnamamide (Compound 70) (0.60g) as pale yellow crystals. 
20 mp 154-156'C 

Elemental Analysis for CH^O • 0 . 4H 2 0 
Calcd: C, 80.50; H, 7.43; N, 6.71. 
Found: C, 80.60; H, 7.28; N. 6.52. 

*HNMR (200MHz, CDC1,) 6: 1.44 (2H, m) . 1.58 (4H. m) , 2.39 
(4H, m), 2.41 (3H, s). 3.47 (2H, s). 6.61 (IH, d, J=15.6Hz), 
7-25-7.60 (12H, m) , 7.73 (IH. S ), 7.82 (IH, d, J=15.6Hz). 
Working Example 71 (Production of Compound 71) 

In THF (10ml) was dissolved 3- (2 -methylphenyl ) - 
cinnamic acid (0.48g), and to the solution were added oxalyl 
30 chloride ( 0 . 35ml ) and a drop of DMF . The mixture was stirred 
at room temperature for 1 hour and concentrated under reduced 
pressure. The residue was dissolved in THF (20ml), and to 
the solution were added l-(4-aminobenzyl)pi P eridine 
(0.38g) and triethylamine (0.34ml) at room temperature. 
The reaction mixture was stirred at room temperature for 
2 hours, and to the mixture was added water (50ml). The 
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mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous magnesium sulfate and concentrated under 
reduced pressure. The residue was washed with ethyl 
5 acetate-diisopropylether to give (E) -N- [4- (piperidino- 
met hyl ) phenyl ] - 3 - ( 2 -me thy 1 - phenyl ) - cinnamamide ( Compound 

71) (0.75g) as pale yellow amorphous. 
Elemental Analysis for C 2 eH 30 N 2 O • 0 . 5H 2 0 
Calcd: C, 80.16; H, 7.45; N, 6.68. 

10 Found: C, 80.15; H, 7.38; N, 6.64. 

l H NMR (200MHz, CDC1 3 ) 6: 1.45 ( 2H , m) , 1.58 (4H, m) , 2.27 
(3H, s), 2.39 (2H, m) , 3.47 (2H, s), 6.58 (1H, d, J = 15.4Hz), 
7.24-7.35 (7H, m) , 7.39-7.58 (6H, m) , 7.80 (1H, d, J=15.6Hz) . 
Working Example 72 (Production of Compound 72) 

15 In DMF (4ml) was dissolved (E)-N-[4-( piper idino- 

methyl) phenyl] -3- ( 4-methylphenyl) cinnamamide (0.41g), and 
to the mixture was added methyl iodide ( 0 . 43g) . The mixture 
was stirred at room temperature for 20 hours and concentrated 
under reduced pressure. The residue was crystallized from 

20 ethyl acetate to give (E ) -1-methyl-l- [ 4- ( 3- ( 4-methyl- 
phenyl ) cinnamamido ) benzyl ] -piperidinium iodide ( Compound 

72) (0.51g) as pale yellow crystals, 
mp 176-178^0 

Elemental Analysis for C 29 H 33 N 2 OI • 1 . 5H z O 
25 Calcd: C, 60.10; H, 6.26; N, 4.83. 
Found: C, 60.19; H, 6.25; N, 4.95. 

L H NMR (200MHz, DMSO-d 6 ) 6 : 1.62 ( 2H , m) , 1.88 (4H, m) , 2.37 
(3H, s), 2.93 (3H, s), 3.36 (4H, m) , 4.55 (2H, s), 6.97 ( 1H , 
d, J=15.8Hz), 7.31 (2H, d, J=7.6Hz), 7.50-7.90 (11H, m) , 

30 10.44 (1H, s). 

Working Example 73 (Production of Compound 73) 

In DMF (6ml) was dissolved ( E ) -N- [ 4 - ( piperidino- 
methyl) phenyl] -3- (2-methylphenyl) cinnamamide (0.62g), and 
to the mixture was added methyl iodide ( 0 . 64g) . The mixture 

35 was stirred at room temperature for 20 hours and concentrated 
under reduced pressure. The residue was solidified with 
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ethyl acetate to give (E ) - 1 -methyl- l- [4.(3. ( 2 -methyl - 
Phenyl )cinnamamido) benzyl ] -piperidinium iodide (Compound 
73) (0.79g) as pale yellow amorphous. 
Elemental Analysis for C„H„N,OI • 1 . 5H 8 0 
5 Calcd: C, 60.10; H. 6.26; N f 4.83. 
Found: C, 60.00; H, 6.11; N. 5.00. 

'H NMR (200MHz, DMSO-d s ) <5 : 1.62 (2H. m) . 1.88 (4H. m) . 2.27 
OH. s). 2.93 (3H, s) , 3.32 <4H, m) . 4.56 (2H, s), 6.94 (1H. 
d. J-15.6H*). 7.27-7.73 (11H, m) . 7.84 (2H, d, J=8.4Hz), 
10 10.40 (1H, s). 

Working Example 74 (Production of Compound 74) 

In THF (10ml) was dissolved 3- ( 2 , 5-dimethylphenyl ) - 
cinnamic acid (0.50g) , and to the solution were added oxalyl 
chloride (0.35ml) and a drop of DMF. The mixture was stirred 

at room temnprjit-nro fnr 1 h^„^ ,»j . 

" ~ unu ^uuubu i.racea unaer reduced 

pressure. The residue was dissolved in THF (20ml) , and to 
the solution were added 1- ( 4-aminobenzyl) P iperldine 
(0.38g) and triethylamine (0.34ml) at room temperature. 
The reaction mixture was stirred at room temperature for 
2 hours, and to the mixture was added water (50ml). The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
with anhydrous magnesium sulfate and concentrated under 
reduced pressure. The residue was washed with ethyl 
acetate -diisopropylether to give ( E ) -N- [ 4 - ( piperidino- 
methyl ) phenyl ] - 3 - ( 2 . 5 - dimethylphenyl ) cinnamamide 
(Compound 74) (0.75g) as pale yellow amorphous. 
Elemental Analysis for C„H„N 2 0 • 0 . 5H,0 
Calcd: C, 80.33; H, 7.67; N, 6.46. 
30 Found: C, 80.25; H, 7.34; N, 6.68. 

'HNMR (200MHz, CDC1 3 ) 6: 1.44 (2H, m) , 1.61 (4H. m) , 2.22 
(3H, s), 2.36 (3H, s). 2.47 (4H. m) , 3.55 (2H. s), 6.61 (1H. 
d, J=15.4Hz). 7.05-7.20 (3H, m) , 7.28-7.60 (8H, m) . 7.71 
(1H, s), 7.79 (1H, d, J=15.4Hz). 
Working Example 75 (Production of Compound 75) 

In THF (10ml) was dissolved 3- ( 3-nitrophenyl ) cinnamic 
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acid (0.54g) , and to the solution were added oxalyl chloride 
(0.35ml) and a drop of DMF . The mixture was stirred at room 
temperature for 1 hour and concentrated under reduced 
pressure. The residue was dissolved in THF (20ml), and to 
5 the solution were added 1- ( 4-aminobenzyl)piperidine 

(0.38g) and triethylamine (0.34ml) at room temperature. 
The reaction mixture was stirred at room temperature for 
2 hours, and to the mixture was added water (50ml). The 
mixture was extracted with ethyl acetate . The organic layer 

10 was washed with saturated sodium chloride solution, dried 
with anhydrous magnesium sulfate and concentrated under 
reduced pressure. The residue was recrystallized from 
ethyl acetate to give (E ) -N- [ 4 - ( piperidinomethyl ) - 
phenyl ] - 3 - ( 3 - nit rophenyl ) cinnamamide ( Compound 7 5 ) 

15 (0.65g) as pale yellow crystals, 
mp 178-179 ( € 

Elemental Analysis for C 27 H 2 7N 3 0 3 ■ 0 . 5H z O 
Calcd: C, 71.98; H, 6.26; N / 9.33. 
Found: C, 71.69; H, 6.38; N , 9.44. 
20 l H NMR (200MHz, DMSO-d 6 ) <5 : 1.51 (6H, m) , 2.33 (4H, m) , 3.39 
(2H, s), 6.96 (1H, d, J-15.8Hz), 7.24 (2H, d, J=8.0Hz), 
7.59-7.83 (7H, m) , 8.02 ( 1H , s), 8.18-8.30 (2H, m) , 8.52 
(1H, s) , 10.18 (1H, s) . 

Working Example 76 (Production of Compound 76) 
( 25 In DMF (6ml) was dissolved (E) -N- [ 4- (piperidino- 

methyl) phenyl] -3- (2 , 5-dimethylphenyl) cinnamamide ( 0 . 60g) , 
and to the mixture was added methyl iodide (0.60g). The 
mixture was stirred at room temperature for 20 hours and 
concentrated under reduced pressure. The residue was 

30 crystallized from ethyl acetate to give (E) - 1 -methyl- 1- 
[ 4 - ( 3 - ( 2 , 5 - dimethylphenyl ) cinnamamido ) benzyl ] - 
piperidinium iodide (Compound 76) (0.66g) as pale yellow 
crystals . 
mp 145-147T: 

35 Elemental Analysis for C3 0 H 35 N 2 OI ■ 1 . 5H 2 0 
Calcd: C, 60.71; H, 6.45; N, 4.72. 
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Found: C. 61.06; H, 6.10; N, 4.74. 

'HNMR (200MHz, DMS0-d ( ) 5: 1.62 (2H, m) , 1.88 (4H. m) 2 22 
(3H. s), 2.33 (3H, s). 2.93 (3H. s), 3.33 (4H. «) . 4.55 (2H 
6.92 (1H. d . J-lS.BHt). 7.07 (1H. s). 7.15 (2H. ABq, 
5 =7.6Hz>. 7.37 (1H, d, J=7 .4Hz), 7.48-7.60 (5H, .,. 7.67 
(1H. d. J=15.6Hz), 7.84 (2H, d, J=8.4Hz), 10.39 (1H. s). 
Working Example 77 (Production of Compound 77) 

in DMF (6ml) was dissolved (E) -N- [4-(piperidino- 
methyl)phenyl,-3-(3-nitrophenyl)cinnamamide (0.59g) and 
10 tothemixturewasaddedmethyliodide(0.57g). The mixture 
was stirred at room temperature for 20 hours and concentrated 
under reduced pressure. The residue was crystallized from 
ethyl acetate to give (E) -1-methyl-l- [4- (3- (3-nitro- 
Phenyl)cinnamamido,benzyl)-pi P eridinium iodide (Compound 
15 77) (0.75g) as Pale yellow crystals, 
mp lSS-igot: 

Elemental Analysis for C^H^O.I ■ 1.5H.0 
Calcd: C, 55.09; H, 5.45; N, 6.88. 
Found: C, 54.91; H, 5.40; N, 7.23. 
20 'HNMR(200MHz,DMSO-d ( ) 6: 1 . 65 ( 2H, m) . 1 . 90 ( 4H, m) . 2 . 94 
3H. s), 3.35 (4H, m) . 4.56 (2H. .). 6.99 (1H. d, J=15.8Hz), 
•49-7.88 (9H. m) . 8.04 (1H, s). 8.18-8.29 (2H, m) . 8.53 
(1H, s), 10.45 (1H. s) . 

Working Example 78 (Production of Compound 78) 

In toluene(ioml) was dissolved (E) -N- [4- (chloro- 
methyl)phenyl]-3-(4-methylphenyl)cinna^amide (300mg), and 
to the mixture was added tributylphosphine (248*1) The 
mixture was stirred at 80^ for 3 days and cooled to room 
temperature. The resulting precipitate was filtered and 
recrystallized from ethyl acetate-methanol to give (E)- 
tributyl [ 4 - [ 3 - ( 4 -me thylphenyl ) cinnamamido ] benzyl ) - 
Phosphonium chloride (Compound 78) (389mg) as colorless 
crystals, 
mp 216-217t: 
35 Elemental Analysis for C3 5 H„N0C1P 
Calcd: C, 74.51; H, 8.40; N, 2.48. 
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Found: C, 74.40; H, 8.33; N, 2.63. 

IR (KBr) cm* 1 : 3429, 2966, 1674, 1630, 1601, 1537, 1516, 1344, 
1180, 789 

'HNMR (200MHz, DMSO-d 6 ) 6 : 0 . 85- 1 . 00 ( 9H , m) , 1.30-1.60 (12H, 
5 m), 2.05-2.25 (6H, m) , 2.37 (3H, s), 3.79 (2H, d, J=15.2Hz), 
7.05 (1H, d, J=15.8Hz), 7.25-7.35 (4H, m) , 7.48-7.90 (9H, 
m) , 10.61 (1H, s) . 

Working Example 79 (Production of Compound 79) 

In THF (10ml) was dissolved ( E ) - 3 - ( 4 -methylphenyl ) - 

10 cinnamic acid (400mg) , and to the solution were added oxalyl 
chloride (220 Ml) and a drop of DMF. The mixture was stirred 
at room temperature for 1 hour and concentrated under reduced 
pressure. The residue was dissolved in THF (10ml), and to 
the mixture was dropwise added a solution of ( 4-aminophenyl ) 

15 ( 2 -pyridyl) methanol (370mg) and triethylamine (471^1) in 
THF (15ml) at 0°C . The reaction mixture was stirred at room 
temperature for 20 hours, and to the mixture was added water 
(50ml) . The mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 

20 solution, dried with anhydrous sodium sulfate, and 

concentrated under reduced pressure. The residue was 
recrystallized from ethyl acetate-hexane to give (E)-N- 
[ 4 - [ hydroxy ( 2 -pyridyl ) methyl ] phenyl ] - 3 - ( 4 -methyl - 
phenyl ) cinnamamide (Compound 79) (517mg) as colorless 

25 crystals. 

mp 162-165 < € 

Elemental Analysis for C 28 H 24 N 2 0 2 • 0 . 1H 2 0 
Calcd: C, 79.63; H, 5.78; N, 6.63. 
Found: C, 79.53; H, 5.73; N, 6.58. 
30 IR (KBr) cm* 1 : 3257, 1659, 1626, 1597, 1531, 1410, 1342, 1250, 
1182, 787, 758 

l H NMR (200MHz, CDC1 3 ) <5 : 2.41 (3H, s) , 5.27-5.36 (1H, m) , 
5.70-5.77 (1H, m), 6.60 (1H, d, J=15.4Hz), 7.12-7.86 (17H, 
m), 8.57 (1H, d, J=4.4Hz). 
35 Working Example 80 (Production of Compound 80) 

In THF (10ml) was dissolved (E) -N- [ 4- [hydroxy( 2- 
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PyridyDmethyljphenylJ -3- (4-methylphenyDcinnamamide 
(200mg), and to the mixture was added 70% mCPBA (152mg) 
The mixture was stirred at room temperature for 6 hours 
and to the solution were added saturated sodium thiosulf ate 
5 solution (ioi) and saturated potassium carbonate (10ml) 
The mixture was stirred at room temperature for 30 minutes 
and extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
anhydrous sodium sulfate, and concentrated under reduced 
10 pressure. The residue was recrystallized from ethyl 
acetate-methanol to give (E ) -N- [ 4 - [hydroxy( l-oxido^- 
PyridyDmethyllphenyl] -3-( 4 -methylphenyl ) cinnamamide 
(Compound 80) (123mg) as colorless crystals 
mp 165-167"C 
15 Elemental Analvsi-s f n y H U m r\ 

Calcd: C, 77.04; H. 5.54; N, 6.42. 
Found: C, 76.85; H, 5.55; N, 6.42. 

IR (KBr) cm" 1 : 3288, 1668, 1628, 1601, 1539, 1516. 1433. 1412 
1340, 1184, 791, 768 

l H NMR (200MHz, CDC1 3 ) 6 : 2.40 (3H. s). 6.05 (1H. d, J=4.4Hz) 
6.37 (1H, d, J= 4.4Hz). 6.65 (1H, d, J=15.8Hz), 6.99-7.06 
H. m , 7.20-7.31 (4H, m) , 7.36-7.87 (12H, m) , 8.20-8.26 
(1H, m) . 

Working Example 81 (Production of Compound 81) 

To 3-phenylcinnamic acid (0.62g) were added thionyl 
chloride (5ml) and dimethylf ormamide (catalytic amount) 
and the mixture was refluxed for 4 hours. The solvent was 
evaporated, and the residue was dissolved in tetrahydro- 
furan. The mixture was dropwise added to a suspension of 
l-(4-aminoben 2 yl)pi P eridine (0.5g) and diisopropylethyl- 
amxne (1.2ml) in tetrahydrof uran (5ml) under ice-cooling 
Under nitrogen atmosphere, the mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
35 ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
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magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (methanol/triethylamine/ethyl acetate). The 
resulting crude crystals was recrystallized from ethyl 
5 acetate-hexane to give 1- (4- ( 3-phenylcinnamoylamino ) - 
benzyl) piper idine (Compound 81) (0.45g) as pale yellow 
crystals . 
mp 159-160T;. 

L H-NMR( <5 ppm, CDC1 3 ) : 1.37-1.48 (2H, m) , 1.49-1.63 (4H, m) , 
10 2.34-2.42 (4H, m) , 3.45 (2H, s), 6.62 (1H, d, J=15.4Hz), 
7.23-7.63 (13H, m) , 7.76 (1H, s), 7.83 (1H, d, J = 15.4Hz). 
IR(KBr) V: 2934, 1659, 1624cm* 1 . 
Anal, for C 2 7H 28 N 2 0 • 0.5H 2 O: 
Calcd. C79.97; H,7.21; N,6.91. 
15 Found C, 81,09; H,7.02; N,6.94. 

Working Example 82 (Production of Compound 82) 

A solution of N- ( 4-chloromethylphenyl) -7- ( 4-methyl- 
phenyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 -carboxamide ( 0 . 15g ) 
and sodium phenyl sulfide (0.05g) in dimethylf ormamide 
20 (10ml) was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
25 Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give 7- ( 4-methylphenyl) -N- ( 4- (phenyl - 
thiome thyl ) phenyl ) - 2 , 3 - dihydro - 1 - benz oxepine - 4 - 
carboxamide (Compound 82) (0.13g) as colorless crystals. 
30 mp 176-177T;. 

l H-NMR( 6 ppm, CDCI3) : 2.39 (3H, s), 3.07 (2H, t, J=4.5Hz), 
4.10 (2H, s), 4.35 (2H, t, J=4.5Hz), 7.06 ( 1H , d, J=8.2Hz), 
7.18-7.33 (9H, m) , 7.43-7.53 (6H, m) , 7.58 (1H, s). 
IR(KBr) v : 1652, 1515cm* 1 . 
35 Anal, f or C 3l H 27 N0 2 S : 

Calcd. C77.96; H,5.70; N,2.93. 
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Found C.77.72; H.5.57; N.3.07. 

Working Example- 83 (Production of Compound 83) 

A suspension of l-(4-(3-bromocinnamoylamino,- 
benzyl, piperidine (0.4g), 4-fluorophenyl borate (0.14g,, 
5 M potassium carbonate (2ml, and ethanol (iml) in toluene 
< 5ml, was stirred under argon atmosphere at room temperature 
for 30 minutes. To the suspension was added 
tetrakistriphenylphosphinepalladium (0.05g,. and the 
10 ^ h tUr ! h 7 reflUXed --^t. The mixture was extracted 
10 with ethyl acetate, and the organic layer was washed with 
water and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure the 
solvent was evaporated, and the residue was purified with 

silica gel column (methanol/triethylamine/ethyl acetate, 
xo to give cr"d<=* ^efaip tlT >,,-^ 

- - J ' recrystallized from ethyl 

acetate-hexane to give l-(4-(3-(4-fluoro-phenyl)- 
cxnnamoylamino,ben 2 yl,pi P eridine (Compound 83) (o.35g) as 
colorless crystals, 
mp 166-167t:. 

20 'H-NM R(5 pp m , CDClj) : 1.38-1.50 (2H. m, , 1.52-1.65 (4H m) 
2 34 2.3 , („. .,.,.„ (2 „, s ,. 6 . 61 (1H> d# J=15 4Hz ; 
7.10-7.19 (2H. m), 7.30 (2H. d, J=8 .0H 2 ,, 7.40-7.58 (8H. 
m). 7.68 (1H, s), 7.81 (1H. d. J=15.4H Z , 
IR(KBr, V- 3262. 2936. 1663cm" 1 . 
25 Anal., for C 2 ,H 27 FN 2 0 • 0 . 2H,0: 

Calcd. C.77.56; H.6.61; N.6.70. 
Found C.77.72; H.6.49; N.6.79. 
Working Example 84 (Production of Compound 84, 

A suspension of 1- (4- (3-bromocinnamoyiamino) - 
t>en 2 yl)p iperidine (0 .4g). 4-methoxyphenyl borate ( 0 .14g) 
M potassium carbonate (2ml, and ethanol (iml) in toluene 
(5ml was stirred under argon atmosphere at room temperature 
for 30 minutes. To the suspension was added 
tetrakistriphenylphosphinepalladium (0.05g, and the 

" wilhTT 1UX6d ° VSr ni9ht * miXtUre Was «tracted 
with ethyl acetate, and the organic layer was washed with 
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water and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column ( methanol/ triethylamine/ethyl acetate) 
5 to give crude crystals , which were recrystallized from ethyl 
acetate-hexane to give 1- ( 4- ( 3- ( 4-methoxyphenyl) - 
cinnamoylamino) benzyl )piperidine (Compound 84) (0.38g) as 
colorless crystals, 
mp ISO-lSlTZ. 

10 l H-NMR( Sppm, CDC1 5 ) : 1.38-1.50 (2H, m) , 1.51-1.62 (4H, m) , 
2.35-2.40 (4H, m) , 3.46 (2H, s), 3.87 (3H, s), 6.61 (1H, 
d, J=15.4Hz), 7.00 (2H, d, J=9.0Hz), 7.29-7.36 (3H, m) , 
7.43-7.58 (7H, m) , 7.71 ( 1H , s), 7.82 ( 1H , d, J=15.4Hz). 
IR(KBr) V: 3264, 2936, 1663cm' 1 . 

15 Anal, for C 26 H 3 oN 2 0 2 : 

Calcd. C, 78.84; H,7.09; N,6.57. 
Found C79.07; H,7.12; N,6.69. 

Working Example 8 5 (Production of Compound 85) 

A solution of 1- ( 4- ( 3 -phenylcinnamoylamino ) - 
20 benzyl )piperidine (0.32g) and methyl iodide (0.15ml) in 
dimethylf ormamide (5ml) was stirred over night under 
nitrogen atmosphere at room temperature. The solvent was 
evaporated, and to the residue was added ethyl acetate. 
Precipitated crude crystal was filtered, which were 
( 25 recrystallized from ethanol to give 1 -methyl- 1 - ( 4- ( 3- 

phenylcinnamoylamino ) -benzyl ) piperidinium iodide 
(Compound 85) (0.26g) as colorless crystals, 
mp 194-195^. 

l H-NMR( 6 ppm, DMSO-d*) : 1. 45-1. 65 (2H, m) , 1. 75-1 . 95 (4H, m) , . 
30 2.92 (3H, s), 3.24-3.28 (4H, m) , 4.54 (2H, s), 6.97 ( 1H , 

d, J-15.8Hz), 7.41-7.93 (14H, m) , 10.44 (lH,s). 

IR(KBr) V: 3241, 1682cm" 1 . 

Anal, for C 2 eH n IN 2 0: 

Calcd. C.62.46; H,5.80; N,5.20. 
35 Found C,62.19; H,5.74; N,5.10. 

Working Example 86 (Production of Compound 86) 
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A solution of N-(4-chloromethylphenyl)- 7 -(4-methyl- 
P h ^yl)-2.3-dihydro.l-benzoxepine-4-carboxamide (0.15g) 
and sodium benzyl sulfide (0.055g) in dimethylformamide 
UOml) was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate . The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- ( 4 - ( benzylthiomethyl ) phenyl ) - 
7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxamide (Compound 86) (0.17g) as colorless crystals 
mp 145-146'C. 

H-NMW /i nnm nr\n l \ . -> ->„ / „ T . 

.3,. ..o* VJ „, Sli 3.07 (2H, t, J=4.7Hz), 

3-59 (2H, s), 3.60 (2H. s), 4.35 (2H, t, J=4.7Hz), 7.06 (1H 
4. J=8.0Hz). 7.22-7.32 (9H, m) , 7.43-7.57 (6H, m) , 7.61 (1H. 
s) . 

IR(KBr) v : 3028. 1646, 1515cm- 1 . 
20 Anal. for C„H 2 ,NO,S • 0 . 5H 2 0 : 

Calcd. C, 76.77; H.6.04; N.2.80. 
Found C. 77.07; H.5.96; N.2.95. 
Working Example 87 (Production of Compound 87) 

A solution of Compound 83 (0.25g) and methyl iodide 
(0.2ml) in dimethylformamide (5ml) was stirred at room 
temperature over night . The solvent was evaporated, and to 
the residue was added ethyl acetate. Precipitated crude 
crystal was filtered, which were recrystallized from ethanol 
to give l-nethyl-l-( 4 -(3-(4-fluorophenyl)cinnamoylamino)- 
benzyl)piperidinium iodide (Compound 87) (o.27g) as pale 
brown crystals, 
mp 204-205*0. 

l H-NMR( fippm, DMSO-dJ: 1.42-1.75 (2H, m) . 1.78-1. 95 ( 4H m) 
2-91 (3H, s), 3.22-3.32 (4H, m) . 4.52 (2H. s). 6.95 (1 H ' 
d. J-15.8H.). 7.29-7.38 (2H, m) , 7.48-7.91 (11H. m) . 10.44 
(1H, s). 
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IR(KBr) v : 3237, 1682cm" 1 . 
Anal, for C 28 H 30 FIN 2 O' 0 . 5H 2 0: 
Calcd. 0,59.47; H,5.53; N,4.95. 
Found 0,59.49; H,5.35; N,4.98. 
5 Working Example 88 (Production of Compound 88) 

A solution of 1- ( 4- ( 3- ( 4-methoxyphenyl)cinnamoyl- 
amino) benzyl )piperidine (0.32g) and methyl iodide (0.2ml) 
in dimethylf ormamide (5ml) was stirred at room temperature 
over night. The solvent was evaporated, and to the residue 

10 was added ethyl acetate. Precipitated crude crystal was 
filtered, which were recrystallized from ethanol-hexane to 
give 1-methyl-l- ( 4- ( 3- ( 4-methoxyphenyl ) cinnamoylamino ) - 
benzyl ) piperidinium iodide (Compound 88) (0.33g) as pale 
brown crystals . 

15 mp 208-209*0 . 

l H-NMR( <5ppm, DMS0-d 6 ) : 1.45-1.68 (2H, m) , 1.78-1.95 (4H, m) , 
2.91 (3H, s), 3.24-3.34 (4H, m) , 3.82 (3H, s), 4.53 (2H, 
s), 6.95 (1H, d, J=15.8Hz) , 7.06 (2H, d, J = 8.6Hz), 7.43-7.57 
(4H, m) , 7.61-7.74 (4H, m) , 7.84 (2H, d, J=8.6Hz), 7.88 (1H, 

20 s), 10.45 (1H, S). 

IR(KBr) v : 3243, 1682cm* 1 . 
Anal, for C 29 H 3:J IN 2 0 2 : 
Calcd. C61.27; H,5.85; N,4.93. 
Found C, 60.87; H,5.83; N,4.88. 

25 Working Example 89 (Production of Compound 89) 

To 3 , 4-dihydro-7-phenylnaphthalene-2-carboxylic acid 
(0.25g) were added thionyl chloride (5ml) and 
dimethylf ormamide (catalytic amount), and the mixture was 
refluxed for 3 hours. The solvent was evaporated, and the 

30 residue was dissolved in tetrahydrof uran . The mixture was 
dropwise added to a suspension of 2- ( 4-aminobenzyl) - 
1 , 3-dimethyl-l , 3, 2-diazaphosphorinane-2-oxide (0.25g) and 
diisopropylethylamine (0.5ml) in tetrahydrof uran (10ml), 
under ice-cooling. Under nitrogen atmosphere, the mixture 

35 was stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
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was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and drxed with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated. Precipitated crude 
5 crystal was recrystallized from ethanol-hexane to give 
2-(4-(3,4-dihydro-7- P henyl-naphthalene-2-carbonyl- 
aminObenzyD-La-dimethyl-i^^-diazaphosphorinane-Z- 

mT2 4 VLT und 89) (0 - 359) as colorless 
10 T^<\i pm ; CDCl5,: 1 - 10 ' 1 - 30 (1H ' m) ' i - 65 - 1 - 85 <». ■>. 

r jitVi 2,69 (3h - s) - 2 - 73 - 3 -° 7 (8H ' 3 - 17 ^ 

d ; J-17.4H,). 7.18 <2H. dd. J. 2 . 6 . 8 . 8Hz) , 7 . 29 . 7 . 6Q (UH 
m), 7.70 UH, s). 

IR(KBr) V: 3283. 2940, 2886. 2832. 1655cm". 
15 Anal, f or C„H„N,0,P • 0 . 2H 2 0: 

Calcd. C, 71.21; H,6.68; N.8.59. 
Found C.71.12; H.6.57; N.8.52. 
Working Example 90 (Production of Compound 90) 

To 3,4-dihydro-7-phenylnaphthalene-2-carboxylic acid 
(0.35g) were added thionyl chloride (10ml) and 
dimethylformamide (catalytic amount,, and the mixture was 
refluxed for 2 . 5 hours. The solvent was evaporated, and the 
residue was dissolved in tetrahydrofuran. The mixture was 
dropwise added a suspension of 2- (4-aminobenzyl) -1 3- 
dimethyl-l, 3 .2-diazaphosphorane-2-oxide (0.33g) and 
diisopropylethylamine (0.75ml) in tetrahydrofuran (10ml) 
under ice-cooling. Under nitrogen atmosphere, the mixture 
was stxrred at room temperature over night . The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
Pressure, the solvent was evaporated. Precipitated crude 
crystal was recrystallized from ethanol-hexane to give 
2-(4-(3.4-dihydro-7-phenyl-naphthalene-2-carbonyl- 
amino)benzyl)-l,3-dimethyl-l. 3 .2-diaza-phosphorane-2- 
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oxide (Compound 90) (0.24g) as colorless crystals, 
mp 212-213^. 

X H-NMR( <5ppm, CDC1,): 2.61 (3H, s), 2.65-2.76 (2H, m) , 2.66 
(3H, s), 2.94-3.07 (2H, m) , 3.22 (2H, d, J=18.6Hz), 7.19 
5 (2H, dd, J=2.6, 8.6Hz), 7.29-7.60 (11H, m) , 7.72 (1H, s). 
IR(KBr) V: 3254, 2928, 2897, 1655cm* 1 . 
Anal, for C 2B H 30 N 3 O 2 P * 0.5H 2 O: 
Calcd. C69.98; H,6.50; N,8.74. 
Found C, 70-27; H,6.32; N,8.53. 

10 Working Example 91 (Production of Compound 91) 

To a solution of 2- ( 4-methylphenyl ) -6 , 7-dihydro- 
5H-benzocycloheptene-8-carboxylic acid (0.25g) in 
dichloromethane (5ml) were added oxalyl chloride (0.4ml) 
and dimethylf ormamide (catalytic amount) under ice-cooling, 

15 and the mixture was stirred at 40*C for 1 hour. The solvent 
was evaporated, and the residue was dissolved in tetra- 
hydrofuran. The mixture was dropwise added to a solution 
of 1- ( 4-aminobenzyl)piperidine (0.17g) and diisopropyl- 
ethylamine (0.5ml) in tetrahydrof uran (10ml), under 

20 ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with dichloromethane, and the organic layer 
was washed with water and dried with anhydrous magnesium 

25 sulfate. Under reduced pressure, the solvent was 
evaporated, and precipitated crude crystal was 
recrystallized from dichloromethane-hexane to give 2- 
( 4-methylphenyl ) -N- ( 4 -piperidinomethylphenyl ) - 6 , 7 - 
dihydro-5H-benzocycloheptene-8-carboxamide ( Compound 91 ) 

30 (0.36g) as colorless crystals, 
mp 192-193T:. 

*H-NMR ( 6 ppm, CDC1,): 1.38-1.50 (2H, m) , 1.50-1.63 (4H, m) , 
2.13-2.22 (2H, m) , 2.35-2.39 (4H, m) , 2.40 (3H, s), 2.72 
(2H, t, J = 6.4Hz) , 2.85-2.91 (2H, m) , 3.46 (2H, s) , 7.21-7.33 
35 (5H, m), 7.41-7.57 (6H, m) , 7.63 (1H, s). 
IR(KBr) V: 3352, 2932, 1647cm' 1 . 
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Anal, for C 31 H„N 2 0- 0.2H,0: 
Calcd. C.81.97; H,7.63; N.6.17. 
Found C.81.88; H.7.52; N.6.22. 
Working Example 92 (Production of Compound 92} 

5 m th ^ r 1UUOn ° f 2 - (4 - meth ^ hen y 1 )-N-(4-piperidino- 
methylphenyl)-6,7.dihydro-5H-ben 2 ocycloheptene-8- 
carboxamide (0.26g) and methyl iodide (0.15ml) in 
dimethylformamide (15ml) was stirred at room temperature 
over night. The solvent was evaporated, and to the residue 
was add a ethyl acetate precipitated crude ^ 

filtered, which were recrystallized from ethanol-ethyl 
acetate to give 1-( N - (2- (4-methylphenyl, -6, 7-dihydro- 
5H-benzocycloheptene-8-carbonyl)-4-aminobenzyl)-i- 
methylpiperidinium iodide (Compound 92 ) (0 . 3g, as colorless 
J-o crystals . 

mp 220-22l"C(dec. ) . 

I H-NMR( 6 ppm, DMSO-dJ • 1 4S-1 cc/id , , 

i oo, nn 1-45-1.65 (2H. m), 1.80-1.94 (4H. m) . 

' 83 ' mK 2 ' 35 (3H ' S) ' 2 ' 64 (2H ' J =^>. 

20 oh ' ; 88 7 ( ::' m, ' 2 - 9i(3H ' s) ' 3 - 23 - 3 - 29 (4H '^^-" 

a J V; 26 - 7 - 38 (4H ' m) ' 7 - 48 - 7 -^^m).7.87(2H, 
d. J=8.6Hz), 10.23 (1H, s). 

IR(KBr) V: 3285. 2946, 1651cm 1 . 

Anal, for C„H„IN 2 O-0 . 5H 2 0: 

Calcd. C63.89; H.6.37; N,4.66. 

25 Found C63.94; H,6.33; N,4.60. 

Working Example 93 (Production of Compound 93) 

To a solution of 7- (4-methylphenyl) -N- ( 4-hydroxy- 

n.ethylphenyl,-2,3-dihydro-l-benzothiepine-4-carboxamide 
0.2g), triethylamine (0.21ml) and dimethylaminopyridine 
(catalytic amount) in tetrahydrofuran (10ml) was dropwise 
added methane-sulfonylchloride (0.06ml) under ice -cooling 
and the mixture was stirred for 10 minutes. To the mixture 
was added piperidine (0.15ml) , and the mixture was stirred 

35 an 7° 0mt ^ mperatUref - 2 ^"- ^e solvent was evaporated, 
and to the residue was added water. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
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with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, and the residue was purified 
with silica gel column (methanol/triethylamine/ethyl 
5 acetate) to give crude crystals, which were recrystallized 
from ethyl acetate-hexane to give 7 - ( 4 -methylphenyl ) -N- 
(4-piperidinomethylphenyl) -2, 3-dihydro- 1-benzothiepine- 
4-carboxamide (Compound 93) (0.19g) as colorless crystals, 
mp 203-204 < C. 

10 'H-NMRt <5ppm, CDC1 3 ) : 1.35-1.50 (2H, m) , 1.55-1.63 ( 4H, m) , 
2.38-2.40 (4H, m) , 2.40 (3H, s), 3.08 (2H, t, J=5.7Hz), 3.29 
(2H, t, J=5.7Hz) , 3.47 (2H, s) , 7.24-7.46 (7H, m) , 7.50-7.58 
(5H, m) , 7- 68 ( 1H, s) . 
IR(KBr) V: 2934, 1651cm' 1 . 

15 Anal, for C 30 H 32 N 2 OS • 0 . 2H z O : 

Calcd. C76.30; H,6.92; N,5.93. 
Found C76.27; H,6.77; N,6.06. 

Working Example 94 (Production of Compound 94) 

A solution of 7 - ( 4 -methylphenyl ) -N- ( 4 -piperidino- 

2 0 methyl - phenyl ) - 2 , 3 - dihydro - 1 - benzo thiepine - 4 - 

carboxamide (0.08g) and methyl iodide (0.013ml) in 
dimethylf ormamide (20ml) was stirred at room temperature 
over night. The solvent was evaporated, and to the residue 
was added ethyl acetate. Precipitated crude crystal was 

25 filtered, which were recrystallized from ethanol-hexane to 
give 1- (N- ( 7- ( 4 -methylphenyl) -2 , 3-dihydro -1 -benzo - 
thiepine - 4 - carbonyl ) - 4 - aminobenzyl ) - 1 -methyl - 
piperidinium iodide (Compound 94) (0.077g) as colorless 
crystals . 

30 mp 196-197*0. 

L H-NMR( <5ppm, DMSO-d 6 ) : 1.45-1 . 65 (2H, m) , 1.80-1.95 (4H, m) , 
2.35 (3H, s), 2.91 (3H, s), 2.99-3.05 ( 2H , m) , 3.15-3.29 
(6H, m), 4.53 (2H, s), 7.29 (2H, d, J=8.2Hz), 7.46-7.63 (7H, 
m), 7.82-7.89 (3H, m) , 10.34 (1H, s). 

35 IR(KBr) V: 3284, 2947, 1652cm" 1 . 
Anal, for C 3 iH 35 IN 2 OS-0 . 5H 2 0: 
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Calcd. C60.09; H.5.66; N.4.52. 
Found C, 60.03; H,5.57; N.4.44. 
Working Example 95 (Production of Compound 95) 

To a suspension of 7-(4-methylphenyl,-2,3-dihydro- 
-benzoxepine-4-carboxylic acid (l. 0g ) in 

fori h ° Xalyl Chl ° ride (0 ' 93ml) and ^-thyl- 

formamxde (catalytic amount), under ice-cooling, and the 
nature was stirred at room temperature for 2 hours. The 

10 tTT/" eV3POrated ' and the ™««ue was dissolved in 
10 te rahydrofuran. The mixture was dropwise ^ 

solution of l-(4-amino-ben 2 yl )pip e ridin e (0.75g) and 
triethylamme (1.5ml) in tetra-hydrofuran (50ml). under 

ICe-COOlinn TT^~~ _ ^_ 



j „ , . •* v jwhu; , unaer 

sUrr.Tr' UMer """"" "» mixture was 

stirred at room temperature over night. The solvent was 
1 = eveporeted. end to the residue was added water. ™. -, x 

was extracted with ethyl acetate. The organic leyVr « 
washed with water end setur.ted sodium chloride solution 
and dr le d with anhydrous magnesium sulfate. Under reduced 

20 whlcT" ' ^ S ° 1Vent "~ eVap °« tea » «1« -ude crystals 
which were recrystalli 2e d fro. ethyl acetate-h.xaneTo give 
7-(4.„ethyl-phe„yl,-„. (4 . ((plperldinomethyl)phenyi) _ 

2 3-drhydro-l-benzoxeplne-4-c.rhoxai.ide (Compound 95) 
U.45g) as colorless crystals, 
mp 188-189t; . 

25 'H-NMR(a ppB . CDC1 3): 1. 40-1.47 (2H. m, . 1.52-1.60 (4H, m) 
2 -;^7'--M3H,s,,3, 7(2H ,, J= , 4H 3.;; 

2; V; ( ' *- J=4 - 4Hz) ' 7 - 06 (ih < *< j = 8 - 4 « Z ). 

7-22-7.33 (5H. m) , 7.43-7.58 (6H. m) . 
IR(KBr) V : 2935, 1652cm-'. 
30 Anal, for C 30 H„N 2 O j: 

Calcd. C.79.61; H.7.13; N.6.19. 
Found C. 79.53; H.6.91; N.6.22. 
Working Example 96 (Production of Compound 96) 

ra ethv^ S H° 1Ut r ° f 7 - (4 - methyl ^ 1 )-N-(4-(piperidino- 
ra ethyl)phenyl)-2,3-dihydro-l- be n 2 oxepine-4-car b oxamide 
d.4g) and methyl iodide (0.58ml, in dimethylformamide 



35 
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(50ml) was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added ethyl 
acetate. Precipitated crude crystal was filtered, which 
were recrystallized from ethanol-ethyl acetate to give 
5 1 - ( N- ( 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 -benzoxepin - 4 - 
carbonyl) -4-aminobenzyl) - 1-methylpiperidinium iodide 
(Compound 96) (1.6g) as colorless crystals, 
mp 227-228t:(dec. ) . 

l H-NMR( <5ppm, DMSO-d«) : 1.45-1.70 (2H, m), 1.70-1.95 (4H, m) , 
10 2.34 (3H, s), 2.91 (3H, s), 3.00 (2H, br) , 3.24-3.34 (4H, 

m), 4.31 (2H, br), 4.53 (2H, s), 7.06 (1H, d, J=8.4Hz), 7.27 

(2H, d, J=8.0Hz), 7.36 ( 1H , s), 7.48-7.59 (5H, m) , 7.75 (1H, 

s), 7.86 (2H, d, J=8.8Hz), 10.19 (1H, s). 

IR(KBr) V: 3289, 2938, 1649cm" 1 . 
15 Anal, for C 3i H 3 sIN 2 0 2 : 

Calcd. C62.63; H,5.93; N,4.71. 

Found 0,62.43; H,5.91; N,4.52. 

Working Example 97 (Production of Compound 97) 

A solution of N- ( 4 -chloromethylphenyl ) -7 - ( 4 -methyl- 

2 0 phenyl) -2 ,3-dihydro-l-benzoxepine-4-carboxamide ( 0 . 15g) 
and 1-methylpiperidine (0.14ml) in dimethylf ormamide 
(15ml) was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added ethyl 
acetate . Precipitated crude crystal was filtered , which were 

25 recrystallized from ethanol-diethylether to give 1-(N- 
( 7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro - 1 -benzoxepin- 4 - 
carbonyl) -4-aminobenzyl) -1-methylpiperidinium chloride 
(Compound 97) (0.15g) as colorless crystals, 
mp 231-232T:. 

30 X H-NMR( <5ppm, DMSO-d«) : 1.45-1.65 (2H, m), 1.80-1.95 (4H,m), 
2.34 (3H, s), 2.91 (3H, s), 2.97-3.05 (2H, m) , 3.23-3.30 
(4H, m), 4.25-4.35 (2H, m) . 4.53 (2H, s), 7.06 (1H, d, 
J=8.4Hz), 7.27 (2H, d, J=8.4Hz), 7.38 (1H, s), 7.48-7.59 
(5H, m), 7.75 (1H, s), 7.86 (2H, d, J=8.8Hz), 10.23 (1H, 

35 s) . 

IR(KBr) V: 3227, 2969, 1665cm' 1 . 
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Anal, for C^ClNA-O.SHjO: 
Calcd. C.72.71; H,7.09; N.5.47. 
Found C.72.85; H.6.93; N.5.48. 
Working Example 98 (Production of Compound 98) 
5 A solution of N- (4-chloromethylphenyl) -7- ( 4 -methyl - 

phenyl)-2,3-dihydro-l-ben 2 oxepine-4-carbo X amide (0.18g) 
and 1-ethylpiperidine (0.31ml, in dimethylf ormamide (5ml) 
were stirred at sot over night . The solvent was evaporated 
and to the residue was added ethyl acetate. Precipitated 
crude crystal was filtered, which were recrystallized from 
ethanol-ethyl acetate to give 1 - ( N- ( 7 - ( 4 -methylphenyl ) - 

2,3-dihydro-l-benzoxepin-4-carbonyl)- 4 -amino-benzyl)-l- 
ethylpiperidinium chloride (Compound 98) (0.17g) as 
colorless crystals. 
15 mp 209-210*0. 

I H-NMR( 5pp m , DMSO-d.): 1.34 (3H. t. J=6.9Hz). 1.38-1.66 (2H 
■). 1-80-1.99 (4H. «). 2.34 (3H, s). 3.00 (2H. t. J=4.2Hz>,' 
3.13-3.31 (6H, m). 4.30 (2H, t. J=4.2Hz). 4.50 (2H. s), 7.06 
(1H. d, J=8.4Hz). 7.27 (2H. d, J=8.0Hz). 7.39 (IH, s). 
7-46-7.59 (5H, m) . 7.76 (IH. d, J=2.2Hz), 7.87 (2H. d, 
J=8.8Hz), 10.24 (IH, s). 
IR(KBr) v : 3202, 2946, 1645cm 1 . 
Anal, for C 32 H 3 ,C1N 2 0 2 • 0 . 3H 2 0: 
Calcd. C.73.56; H,7.25; N,5.36. 
25 Found C73.59; H,7.26; N.5.32. 

Working Example 99 (Production of Compound 99) 

To a suspension of 7-(4-methylphenyl)-2,3-dihydro- 
l-benzoxepine-4-carboxylic acid (O.lSg) in dichloro- 
methane (5ml)were added oxalyl chloride (0.14ml) and 
dimethylf ormamide (catalytic amount) under ice-cooling 
and the mixture was stirred at room temperature for 2 hours 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of l-(2-(4-aminophenyl)ethyl)piperidine (O.llg) 
and triethylamine (0.23ml) in tetrahydrofuran (10ml) . under 
ice-cooling. Under nitrogen atmosphere, the mixture was 



20 



30 



35 
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stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
5 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals 
which were recrystallized from ethyl acetate-hexane to give 
N- ( 4 - ( 2 -piperidinoethyl ) phenyl ) - 7 - ( 4 -me thylphenyl ) - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (Compound 99) (0.19g) 
10 as colorless crystals, 
mp 201-202^. 

1 H-NMR( <5ppm, CDC1 3 ) : 1.45-1.48 (2H, m) , 1.50-1.65 (4H, m) , 
2.39 (3H, s), 2.47-2.58 ( 6H , m) , 2.76-2.84 ( 2H , m) , 3.07 
(2H, t, J=4.4Hz), 4.36 (2H, t, J=4.4Hz), 7.05 (1H, d, 
15 J=8.0Hz), 7.17-7.26 (4H, m) , 7.43-7.51 (7H, m) . 
IR(KBr) V : 2933, 1652cm" 1 . 
Anal, for C 3 iH 3 4N 2 0 2 : 

Calcd. C79.79; H,7.34; N,6.00. 
Found 0,79.63; H,7.42; N.6.07. 

20 Working Example 100 (Production of Compound 100) 

A solution of N-(4-(2-piperidinoethyl)phenyl)-7- 
( 4-methylphenyl) -2 , 3-dihydro-l-benzoxepine-4- 
carboxamide (0.09g) and methyl iodide (0.06ml) in 
dimethylformamide (10ml) was stirred at room temperature 

25 over night. The solvent was evaporated, and to the residue 
was added ethyl acetate. Precipitated crude crystal was 
filtered, which were recrystallized from ethanol-hexane to 
give N- ( ( 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydrb - 1 -benzoxepin- 4 - 
carbonyl ) - 2 - ( 4 - aminophenyl ) ethyl ) -N-methylpiperidinium 

30 iodide (Compound 100) (0.12g) as pale yellow crystals, 
mp 168-169X3. 

X H-NMR( 5 ppm , CDC10: 1.65-1.95 (6H, m), 2.35 (3H, s), 
2.95-3.05 (4H, m) , 3.25 (3H, s), 3.61-3.85 (6H, m) , 4.29 
(2H, t, J=4.2Hz), 7.01 (1H, d, J=8.4Hz), 7.17-7.26 (4H, m) , 
35 7.40-7.50 ( 4H , m) , 7.58 (2H, d, J=8.4Hz), 7.70 (1H, d, 
J=2.2Hz), 8.49 (1H, br) . 
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IR(KBr) V: 2949, 1656cm 1 . 
Anal, for C„H„IN 2 CV 0.5H 2 O: 
Calcd. C62.24; H.6.20; N.4.54. 
Found C.61.92; H.6.17; N,4.57. 
5 Working Example 101 (Production of Compound 101) 

T ° 3 ^^ension of 7- (4-methylphenyl) -2-phenyl- 
2,3-dxhydro-l-benzoxepine-4-carboxylic acid (O.lg) in 
drchloro-methane (10ml, were added oxalyl chloride (0.1ml, 
10 ^^^—^ (catalyticamount) under ice-cooling. 
10 and the mxxture was stirred at room temperature for 2 hours 
The solvent was evaporated, and the residue was dissolved 
,n tetrahydrofuran. The mixture was dropwise added to a 

solution of 4-(N-methyl- N - (t etrah y dropyran-4-yl)amino- 
methyUaniline (0 . 06g) and triethylain . ne ( 

15 tetrahydrofuran(5ml). under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 

20 IT T niC W3Shed W±th W3ter and "turate d sodium 

chlorrde solution, and dried with anhydrous magnesium 
sulfate, under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate, to give crude crystals, which were 
25 re ! h ry : talliZed fr ° m ^ acetate-hexane to give 7-(4- 
25 -thylphenyl,-2-phenyl-N-(4- ( ( N -t e trahydropyran-4-yl-N- 
methylamino,methyl,phenyl,- 2 ,3-dihydro-l-benzoxepine-4- 

Ti^r <C ° mPOUnd l01) ( °' llg) as colorless c ^tais. 



mp 178-179t: 

30 CDC1,): 1 '"" 1 -' 4 ,4H - ■»• 2 - 2 ° <»•••)• 

/ ; 6 " 2 - 66 (1H ' m) - 3 - 15 - 3 -" <«• (». 

. 4 01-4.05 (2 H. 5.09 (1H, <Sd, J. 2 . 2 . S.4Hz,.7.10 

I In . n .7 — fl a u — \ -j i -. „ 



(1H, d. J=8.4H Z ,. 7.17-7.57 (16H. m, 
IR(KBr, l/ : 2949, 2844, 1652cm". 
Anal, for CH^N.O,: 
35 Calcd. C.79.54; H.6.86; N.5.01. 
Found C79.28; H,6.96; N.4.97. 
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Working Example 102 (Production of Compound 102) 

To a suspension of 7- ( 4-methylphenyl ) -2-phenyl- 
2 ,3-dihydro-l-benzoxepine-4-carboxylic acid (O.lg) in 
dichloro -methane (10ml) were added oxalyl chloride (0.1ml) 
5 and dimethylf ormamide ( catalytic amount ) under ice-cooling , 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrof uran . The mixture was dropwise added to a 
solution of 1- ( 4-amino-benzyl)piperidine (0.06g) and 

10 triethylamine (0.12ml) in tetrahydrof uran (5ml), under 

ice -cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 

15 washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate) to give crude 
crystals, which were recrystallized from ethyl acetate- 

20 hexane to give 7- ( 4-methylphenyl) -2-phenyl-N- ( 4- 

(piperidinomethyl) phenyl) - 2 , 3 -dihydro- 1 -benzoxepine- 4 - 
carboxamide (Compound 102) (0.12g) as colorless crystals, 
mp 210-211'C. 

l H-NMR ( 6 ppm , CDClj) : 1.40-1.47 (2H, m) , 1.52-1.62 (4H, m) , 
25 2.34-2.40 (4H, m) , 2.40 (3H, s), 3.23-3.31 (2H, m) , 3.45 

(2H, s), 5.09 (1H, dd, J=2.0, 8.8Hz), 7.10 ( 1H , d, J=8.4Hz), 

7.23-7.56 (16H, m) . 

IR(KBr) V : 2935, 1652cm' 1 . 

Anal, for C 36 H 36 N 2 02: 
30 Calcd. C, 81.79; H,6.86; N,5.30. 

Found C81.45; H,6.82; N.5.28. 

Working Example 103 (Production of Compound 103) 

A solution of 7- ( 4-methylphenyl) -2-phenyl-N- ( 4- 
(piperidinomethyl) phenyl) -2 , 3-dihydro-l -benzoxepine- 4- 
35 carboxamide (0.08g) and methyl iodide (0.05ml) in dimethyl - 
f ormamide ( 15ml) was stirred at room temperature over night . 



BNSOOCID: <WO 99324S8A1J_> 



WO 99/32468 _ 

PCT/JP98/05707 

156 

The solvent was evaporated, and to the residue was added 
ethyl acetate. Precipitated crude crystal was filtered 
which were recrystallized fro, ethanol-ethyl acetate to give 
l-(N-(7-(4-methylphenyl)-2-phenyl-2,3-dihydro-l- 
5 be n^xepin-4-carbonyl)-4-aminobenzyl)-i- me thyl- 

piperidinium iodide (Compound 103, (o.057g) as colorless 
crystals . """** 

mp 232-233t(dec). 

•). 5.12 (1H. t. 2.5.0Hz). 7.09 (1H. d. 2.8.4Hz). 7.28 (2H 
I 1H, S ) . 

IR(KBr) V : 2949. 1650cm- 1 . 
15 Anal, for C„H„IN 2 0 2 - 0.2H,O: 

Calcd. C.65.91; H.5.89; N,4.15. 
Found C65.80; H.5.84; N.4.17. 

Working Example 104 (Production of Compound 104) 

20 ■> ill 9 SUSPenSl ° n ° f 7 -f 4 -^thylphenyl,-2-methyl- 
^^-d.hydro-l-benzoxepine^-carboxylic acid (O.lg) ln 

^r d ? r r? hane (5mi) were added ° xaiyi chi ° ri ^ (o.ii) 

anddimethylformamide (catalytic amount) under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4-(N-methyl-N-(tetrahydropyran-4-yl)amino- 
methyl, aniline (0.08g) and triethylamine (0.14ml) in 
tetrahydrofuran (5ml), under ice-cooling. Under nitrogen 
atmosphere . the mixture was stirred at roon, temperature over 
night. The solvent was evaporated, and to the residue was 
added water . The mixture was extracted with ethyl acetate . 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate-hexane to give 7-(4-methylphenyl)- 2 - 



25 



35 



3NS0OCID: <WO__993246M1J_> 



WO 99/32468 



157 



PCT/JP98/05707 



methyl-N- ( 4- ( (N-tetrahydropyran-4-yl-N- 

me thy lamino ) methyl ) phenyl ) - 2 , 3 - dihydro - 1 - benz oxepine - 4 - 
carboxamide (Compound 104) (0.12g) as colorless crystals, 
mp 170-171T;. 

5 l H-NMR ( 6 ppm, CDC1 3 ): 1-54 (3H, d, J=6.4Hz), 1.60-1.78 (4H, 
m), 2.22 (3H, s), 2.39 (3H, s), 2.63-2.68 (1H # m) , 2.85 (1H, 
ddd, J-2.6, 9.2, 17.6Hz), 3.14 (1H, d, J=17.6Hz), 3.37 (2H, 
dt, J=2.8, 11.3Hz), 3.58 (2H, s), 4.01-4.07 (2H, m) , 
4.24-4.30 (1H, m) , 7.05 ( 1H , d, J=8.4Hz), 7.22-7.34 (4H, 

10 m) , 7.43-7.56 (7H, m) . 

IR(KBr) V: 2951, 2845, 1651cm" 1 . 
Anal, for C 32 H 3 *N 2 0 3 : 
Calcd. 0,77.39; H,7.31; N,5.64. 
Found C, 77.21; H,7.43; N,5.51. 

15 Working Example 105 (Production of Compound 105) 

To a suspension of 7- ( 4 -methylphenyl ) -2 -methyl - 
2, 3-dihydro-l-benzoxepine-4-carboxylic acid (O.lg) in 
dichloro-methane (5ml) were added oxalyl chloride (0.1ml) 
and dimethylf ormamide (catalytic amount) under ice-cooling, 

20 and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrof uran . The mixture was dropwise added to a 
solution of 1- ( 4-aminobenzyl)piperidine (0.07g) and 
triethylamine (0.14ml) in tetrahydrof uran (5ml), under 

25 ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 

30 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals, 
which were recrystallized from ethyl acetate-hexane to give 
7 _ ( 4 -methylphenyl ) - 2 -methyl-N- ( 4 - ( piperidinomethyl ) - 
phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 

35 (Compound 105) (0.12g) as colorless crystals, 
mp 175-176 C C. 
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! H-NMR(6- ppm , CDCl,,: 1.40-1.45 (2H, .,. 1. 54 (3H, d 

sT" 2 2H 85' ( i H 53 l 61 (4H ' mK 2 - 30 - 2 - 40 (4H ' m) ' 2 - 39 ^»- 

»). 2 85 (1H. ddd. J=2 . 6> 8>6> 18 0HzK 3 u 

5 J=8.8Hz), 7.16-7.36 (4H, m) . 7.43-7.55 (7H. «) 
IR(KBr) „, 2936, 1651cm". 
Anal, for C 3l H„N 2 o jS 
Calcd. C.79.79; H,7.34; N.6.00. 
Found C.79.53; H.7.35; N.5.82. 
10 Working Example 106 (Production of Compound 106) 
To a solution of N-(4- 

(cyclohexylthiomethyl)p h en y i)-7-(4- m ethylphenyl,-2.3- 
d,nydro-l ben.oxepine-4-carboxamide (0.19g) ln dichloro- 

15 IT } " S 3dded ?0% m - Chlo -P^en 20i c acid (0.097g) 

to the r : oolln9 ' and the mixture was sti " e * «* 10 

To the mixture was added SQdium thiQsulfate sQiutio ^ 
the nuxture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 

20 n f an<5 With anh ^ ous m^nesium sulfate. 

Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column 
(methanol/dichloro m ethane) to give crude crystals, which 
were recrystallized from ethanol to give N-(4- 

25 nT* e ^ isuifiny ^^ 

^ nl r°" 1 " ben2 ° XePine - 4 " CarbOXamlde <«»P°u»a 106) 
(0.048g) as colorless crystals. 

mp 257-258t:(dec.). 

•>-»*< cxi.). 69 ,.„.,,„ (3Hi 

7 -° 6 (1H ' d " *-•■««>. 7.2J-7.M ,4H. .,. 

IR(KBr) V, 2930. 2853. 1659cm'. 
Anal, for C, 1 Bdgo,S-0.3H,O: 
35 Calcd. C.73.72; H.6.71; N.2.77. 
Found C.73.66, H.6.70; N.2.80. 
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Working Example 107 (Production of Compound 107) 

To a solution of N- ( 4 - ( cyclohexylsulf inylmethyl ) - 
phenyl ) - 7 - ( 4 -methylphenyl )-2, 3 -dihydro- 1 -benzoxepine- 4 - 
carboxamide (0.13g) in chloroform (45ml) was added 70% 
5 m-chloroperbenzoic acid (mCPBA) (0.097g) under ice-cooling , 
and the mixture was stirred at room temperature for 30 
minutes. To the mixture was added sodium thiosulfate 
solution, and the mixture was washed with sodium hydrogen 
carbonate solution and water, and dried with anhydrous 

10 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethanol-hexane to give N- ( 4 - ( cyclohexylsulf onyl - 
methyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine- 4 -carboxamide (Compound 107) (O.llg) as 

15 colorless crystals, 
mp 250-251^. 

A H-NMR( <5ppm, CDC1 3 ) : 1.18-1.26 ( 4H , m) , 1.52-1.71 (2H, m) , 
1.87-1.94 (2H, m) , 2.09-2. 17 (2H, m) , 2.40 (3H, s) , 2.65-2.83 
(1H, m), 3.08 (2H, t, J=4.6Hz), 4.18 (2H, s), 4.37 ( 2H , t, 

20 J=4.6Hz), 7.07 (1H, d, J=8.4Hz), 7.23-7.27 (2H, m) , 

7.38-7.53 (6H, m) , 7.65 (2H, d, J=8.6Hz), 7.70 (1H, s). 
IR(KBr) V: 2932, 2857, 1667cm" 1 . 
Anal, for C 31 H 33 NO«S'0 . 2H z O: 
Calcd. C71.70; H,6.48; N.2.70. 

25 Found C71.70; H,6.54; N,2.79. 

Working Example 108 (Production of Compound 108) 

To a solution of 7- ( 4 -methylphenyl ) -N- ( 4- ( phenyl - 
thiome t hyl ) phenyl ) - 2 , 3 - dihydro - 1 - ben z oxepine - 4 - 
carboxamide (O.lg) in dichloromethane (30ml) was added 70% 

30 m-chloroperbenzoic acid (0.046g) at the temperature ranging 
from -20 to -loV, , and the mixture was stirred for 30 minutes . 
To the mixture was added sodium thiosulfate solution, and 
the mixture was concentrated and extracted with ethyl 
acetate. The organic layer was washed with sodium hydrogen 

35 carbonate solution, water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
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Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized fro m ethyl 
acetate-hexane to give 7-(4-methylphenyl)-N-(4- 
(phenylsulfinyl m ethyl)phenyl)- 2 ,3-dihydro-l- 
5 benzoxepine-4-carboxamide (Compound 108) (O.llg) as 
colorless crystals, 
mp 127-128t:. 

■»-"■(«»-. CWa.). 2.3, ,3H. s>. 3.06 ,2H. t . JM . 6H2) , 

7.05 (1H, d, J=8.0Hz) 7 22-7 ^ 

7.85 (1H, s>. ( ' 7 - 37 " 7 - 53 (1 ° H ' 

IR(KBr) v : 3026, 2925, 1652cm'. 
Anal, for C^H^NCS: 
Calcd. C.75.43; H,5.51; N,2.84. 
15 Found C75.14; H.5.55; N.2.99. 

Working Example 109 (Production of Compound 109) 

To a solution of N- (4- (benzylthiomethyl)pnenyl) -7- 
< 4 - me tnylphenyl) -2 , 3-dihydro-l-benzoxep^^ 

20 ri?" 1 * 6 ( °' 129) ^ dlChl0 "-^e (25ml) was added 70% 
m-chloroperbenzoic acid (o.06g) at the temperature ranging 
from 20 to -lot: , and the mixture was stirred for 10 minutes 
To the mxxture was added sodium thiosulfate solution, and 
the mxxture was concentrated and extracted with ethyl 

25 IT**: ^ ° r9anlC layer WaSh6d Wlth SOdi - W™ g en 
25 carbonate solution, water and saturated sodium chloride 

solution, and dried with anhydrous magnesia sulfate. 

Under reduced pressure, the solvent was evaporated to give 

crude crystals, which were recrystallized from ethyl 

30 t0 9iVe N - (4 -( ben ^^inylmethyl)- 

30 Phen y i ) . 7 . (4 . methylphenvl) . 2> 3. dihydro _ i -benzoxepine-4- 

r 20 ~ . (compound io9) (o -° 89) as coi ° riess 

'H-MRUppm, CDCl j)s 2.39 (3H, s), 3.07 (2H. t, J=4 .5Hz), 
3.76-3.94 (4H. m) . 4 .35 (2H, t. J= 4 .5Hz). 7.06 (1H d 

rvn;:- 23 " 7 ' 27(6H ' m, ' 7 - 35 - 7 - 53 ^' m ^- 

d. J=8.4Hz), 7.93 (1H, s). 
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IR(KBr) V: 3030, 1662cm" 1 . 
Anal, for C 32 H 2 ,NO J S-0 . 2H 2 0: 
Calcd. C75.18; H,5.80; N,2.74. 
Found C75.35; H,5.81; N,2.87. 
5 Working Example 110 (Production of Compound 110) 

To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylic acid (O.lg) in dichloromethane 
(5ml) were added oxalyl chloride (0.1ml) and dimethyl - 
formamide (catalytic amount) under ice-cooling, and the 

10 mixture was stirred at room temperature for 2 hours. The 
solvent was evaporated, and the residue was dissolved in 
tetrahydrofuran. The mixture was added dropwise to a 
solution of 4-a:ninobenzyl 4-methylphenyl sulfone (O.llg) 
and triethylamine (0.15ml) in tetrahydrofuran (10ml) , under 

15 ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 

20 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals , 
which were recrystallized from ethyl acetate -hexane to give 
N - ( 4 - ( ( 4 -methylphenyl ) sulf onyl ) -methylphenyl ) - 7 - ( 4 - 
methylphenyl) - 2 , 3-dihydro-l-benzoxepine-4-carboxamide 

25 (Compound 110) (0.13g) as colorless crystals, 
mp 230-231T;. 

1 H-NMR( 6 ppm, CDC1 3 ): 2.40 (3H, s), 2.43 ( 3H , s), 3.07 (2H, 

t, J=4.5Hz), 4.27 (2H, s), 4.36 ( 2H , t, J=4.5Hz), 7.04- 

7.10 (3H, m), 7.23-7.26 ( 5H , m) , 7.43-7.55 (8H, m) , 7.63 
30 (1H, s). 

IR(KBr) V: 3027, 2884, 1663cm' 1 . 

Anal, for C^H^NCUS' 0.2H 2 O: 

Calcd. C72.90; H,5.62; N,2.66. 

Found C72.74; H,5.73; N,2.76. 
35 Working Example 111 (Production of Compound 111) 

A solution of N- ( 4-chloromethylphenyl ) -7- ( 4-methyl- 
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r;r:r s y : yciop ; ntyiamine ( °-° 7g) 

(10-1) was stxrred at room temperature over night The 
solvent was evaporate,, ana to the residue was added wafer 
5 Themxxture was extracted with ethyl acetate. The organic 
layer w as washed w±th water ^ ^ o^n 

solution and dried with anhydrous magnesium sulfa 
Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystalli*^ , 
10 hexane to give N-f4 tin " CryStalll2ed frora ethanol- 

mo+ K .. w (4 " ((N - c y c l°Pentyl-N-methyl)amino- 
-thyl)phenyl ) - 7 - (4 . methylphenyl) . 23 Y J 

benzoxepine-4-carboxamide (Compound m, (0 . lg) as 
colorless crystals, 
mp 171-l72t. 
15 'H-NMR( 5ppm, CDC1,): 1.45-1 75 ( 6 u m \ , B „ 

*•» «». .). »... <3H. .,. 2 . 70 - 2 . 80 UH . 

IR(KBr) V, 3340. 2958. 
20 Anal, for C„H,.N 1 CV0.2H,O= 

Calcd. C.79.1S; H.7.37; N, 5, 96. 
found C.79.15, H.7.18; N.5.96 
Working Exainple U2 (Produotlon of 

25 „. fh IV S01UU °° ° £ N - (4 - h ^^thy lph en y l|-7-(4- 
. ^-dlhydro-i-hensoxepine-*- carh LJL 

P r d : , trl t et , hyla " i " 8 <°-»«> - 4-d^etnn^no- 

LLf ^ ^ C MK> "° t) ln ^"^thauewas dropwise 
added ttanesaltonyl cMoride ( 

isirid r y hexyiamine (o - i5mi> - 

was stirred at roon, temperature over night . The solvent was 
evapora ed. and the residue was puri t ied with siUca "el 
(ethyl aeetate/ m ethanol/triethyla.l„e, to g 11 

=5 aee aYT talS ' £ ro m ethyl 

acetate-hexene to give N-(4-( (N-oyolohexyl. N . m ethv Y )- 
-""-tb,!,^,.,.,^ » 3-dihydro . 
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benzoxepine-4-carboxamide (Compound 112) (0.03g) as 
colorless crystals, 
mp 176-177T:. 

'H-NMRf <5ppm, CDC1 3 ): 1.15-1.35 (6H, m) , 1.70-1.95 (4H, m) , 
5 2.23 (3H, s), 2.39 (3H, s), 2.39-2.55 (1H, m) , 3.08 (2H, 
t, J=4.6Hz), 3.59 (2H, s), 4.37 (2H, t , J=4.6Hz), 7.06 (1H, 
d, J=8.0Hz), 7.23-7.35 (5H, m) , 7.44-7.58 (7H, m) . 
IR(KBr) V: 2930, 2853, 1651cm" 1 . 
Anal, for C 3 2H 36 N 2 CV 0 . 4H z O: 
10 Calcd. C, 78.78; H,7.60; N,5.74. 
Found C78.97; H,7.49; N,5.94. 

Working Example 113 (Production of Compound 113) 

A solution of N- ( 4-chloromethylphenyl ) - 7 - ( 4 -methyl- 
phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide ( 0 . 09g) , 

15 N-methylcycloheptylamine (0.04g) and potassium carbonate 
(O.lgj in dimethylf ormamide (10ml) was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate. The organic layer was washed with water and 

20 saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate-hexane to give N- ( 4- ( (N-cycloheptyl- 
N-methyl)aminomethyl) phenyl) - 7- ( 4-methylphenyl) -2 , 3- 

25 dihydro-l-benzoxepine-4-carboxamide (Compound 113) 
(0.08g) as colorless crystals, 
mp 167-168'C. 

l H-NMR ( <5ppm, CDC1 3 ) : 1.35-1.55 (8H, m) , 1.55-1.80 (2H, m) , 

1.80-1.95 (2H. m), 2.16 (3H, s), 2.39 (3H, s), 2.55-2.70 
30 (1H, m), 3.08 (2H, t, J=4.6Hz), 3.49 ( 2H , s ) , 4.35 (2H, t, 

J=4.6Hz), 7.05 (1H, d, J=8 . 4Hz ) , 7.22-7.33 (4H, m) , 

7.43-7.58 (7H, m) . 

IR(KBr) V: 2927, 1650cm" 1 . 

Anal, for C33H 3B N 2 0 2 • 0 . 1H 2 0 : 
35 Calcd. C,79.83; H,7.76; N,5.64. 

Found C79.62; H,7.43; N,5.53. 
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Working Example 114 (Production of Compound 114) 

A solution of N-(4-chloro m ethyl P henyl)- 7 -(4-methyl- 
phenyl,-2 ( 3-dih y dro-l-benzoxepine-4-carboxamide (o 15g) 

5 1 sTittd eX t lamlne ( °' 17ml) ^ ™^rmamide (10ml) 
was stirred at room temperature for 2 . 5 hours . The solvent 
was evaporated, and the residue was purified with silica 
gel column (ethyl acetate/methanol/triethylamine ) to give 
crude crystals, which were recrys tallied from ethanol- 
hexane to give N-(4-( (cyclohexylamino)methyl) phenyl) -7- 
10 (4-methylphenyl)- 2 .3-dihydro-l-ben 2 oxepine-4 

: compound ii4) ( °- o99) - ~ — 

i B *' iP 7 , CDClj): 1 - 17 " 1 ' 30 (6H ' 1 - 58 " 1 - 82 
15 2H » 5 ' 2 ' 60 <1H ' 3 -° 8 (2H ' *-«•««>. 3.81 

2 ;! ) ;;;! 5(2H ' t ' J=4 - 6Hz) ' 7 - 0 ^^^ -3.4Hz). 

7 22-7.34 (5H. m) . 7.43-7.55 (6H, m). 7.72 (1H, s) 
IR(KBr) V. 2928. 2853, 1647cm 1 . 
Anal, for C„H 3< N A • 0 . 5H 2 0 : 
Calcd. C. 78.28; H,7.42; N.5.89. 
Found C, 78. 56; H, 7. 12; N.6.01. 

Working Example 115 (Production of Compound 115) 

A solution of N-(4-chloromethylphenyl)- 7 -(4-methyl- 
Phenyl)-2.3-dihydro-l-ben 2 oxepine-4-carboxamide (0.15g) 
and aniline (0.1ml) in dimethylf orma^nide (10ml) was stirred 
at room temperature over night . The solvent was evaporated 
and to the residue was added water. The mixture was ' 
«tracted with ethyl acetate . The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate . Under reduced pressure 
the s i t was evaporated< and thQ ^^^^ ^ 

with silica gel column (ethyl acetate/hexane) to give crude 
crystals, which were recrystallized from ethanol -hexane to 
give N- ( 4 - ( ( phenylamino ) methyl ) -phenyl ) - 7 - ( 4 -methyl - 

phenyl,- 2 .3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 115) (O.lg) as colorless crystals 
mp 157-158t. 
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l H-NMR( 6 ppm, CDCI3): 2.39 (3H, s), 3.07 (2H, t, J=4.8Hz), 
4.31 (2H, s), 4.35 (2H, t . J=4.8Hz), 6.62-6.76 (3H, ra) , 7.06 
(1H, d, J=8.4Hz), 7.18-7.22 (5H, m) , 7.36 (2H, d, J=8.4Hz) f 
7.43-7.60 (6H, m) . 
5 IR(KBr) V: 1652, 1602cm" 1 . 
Anal, for C3iH 2a N 2 0 2 : 
Calcd. C80.84; H,6.13; N,6.08. 
Found 0,80.57; H,6.09; N,6.06. 

Working Example 116 (Production of Compound 116) 
10 A suspension of N- ( 4 - chloromethylphenyl ) - 7 - ( 4 - 

methylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxamide 
(0.15g), N-methylaniline (0.06ml) and potassium carbonate 
(0.15g) in dimethylf ormamide (10ml) was stirred at room 
temperature over night. The solvent was evaporated, and to 
15 the residue was added water. The mixture was extracted with 
ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
20 from ethyl acetate-hexane to give N- ( 4- ( (N-methyl-N- 
phenyl)aminomethyl) phenyl) - 7- ( 4 -methyl -phenyl ) -2 , 3- 
dihydro- 1 -benzoxepine- 4 -carboxamide (Compound 116 ) 
(0.15g) as colorless crystals, 
mp 164-165^. 

25 l H-NMR( (5 ppm , CDC1 3 ): 2.39 (3H, s), 3.00 ( 3H , s), 3.06 (2H, 
t, J=4.6Hz), 4.34 (2H f t, J=4.6Hz), 4.51 (2H, s), 6.68- 
6.77 (3H, m), 7.05 (1H, d, J=8.4Hz), 7.19-7.26 (6H, m) , 
7.43-7.54 (6H, m) , 7.60 (1H, s) . 
IR(KBr) V : 3344, 3020, 1644cm* 1 . 

30 Anal, for C^U^Oz' 

Calcd. C,80. 98; H,6.37; N,5.90. 
Found C,80.64; H,6.32; N,5.85. 

Working Example 117 (Production of Compound 117) 

A suspension of N- ( 4 -chloromethylphenyl ) -7- ( 4- 
35 methylphenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(O.lg), benzylamine hydrochloride (0.5g) and potassium 
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carbonate (0.6g, in dimethylformamide (loml, was stirred 
at room temperature over night . The solvent was evaporated 
and to the residue was added water. The mixture was ' 

s ITZT w ? ethyl acetate • The organic iayer Was 

with Tl SatUrat6d S ° diUm Chl ° rlde S ° 1Ution • «< ^d 
with anhydrous magnesium sulfate. Under reduced pressure 
the Sol t was evaporated> and res . due purif _ ed 

with srlxca gel column (ethyl acetate/methanol/ 
triethylamine) to give crude crystals, which were 
10 recrystallized from ethyl acetate-hexane to give N-(4- 
( ( benzylamino ) methyl ) phenyl ) - 7 - ( 4 -me thylphenyl ) - 2 3 
dxhydro-l-benzoxepine-4-carboxainide (Compound 117)' 
(0.08g) as colorless crystals, 
mp 147-148*0. 

15 'H-NMR( <5 Ppm , CDC1,): 2.39 HH s i , n. . . 

IR(KBr) (J : 3028, 1652cm". 
Anal, for C J2 H„N 2 CV0 . 1H 2 0: 
20 Calcd. C. 80.68f H.6.39; N,5.88. 
Found C80.43; H,6.23; N.5.95. 

Working Example 118 (Production of Compound 118) 

A suspension of N- ( 4-chloromethylphenyl ) -7- ( 4- 

m ethylphenyl)- 2 ,3-dihydro-l-benzoxepine-4-carboxamide 
(O.lg), N-methylbenzylamine (0.05ml) and potassium 
carbonate (o.lg) m dimethylf ormamide (5ml) was stirred at 
room temperature for 2 hours. The solvent was evaporated, 
and to the residue was added water. The mixture was 
extr acted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate . Under reduced pressure 
the solvent was evaporated to give crude crystals, which 
were recrystallized from ethyl acetate-hexane to give 
N- ( 4 - ( ( N- benzyl -N-methyl ) aminomethyl ) phenyl ) - 7 - ( 4 - 

methylphenyl)-2,3-dihydro-l-benzoxepine-4-carboxa m ide 
(Compound 118) (o.09g) as colorless crystals 
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mp 157-158T;. 

l H-NMR( 6 ppm, CDC1 3 ): 2.18 (3H f s), 2.39 (3H, s), 3.06 (2H f 
t, J=4.6Hz) , 3.50 (2H, s) , 3.52 (2H, s) , 4.34 (2H, t, J=4.6Hz) , 
7.05 (1H, d, J=8.0Hz), 7.22-7.30 (3H, m) , 7.33-7.37 (5H, 
5 m), 7.43-7.57 (7H. m) , 7.63 (1H, s). 
IR(KBr) V: 3336, 1643cm* 1 . 
Anal, for C 33 H 32 N 2 O 2 *0 . 2H 2 0: 
Calcd. C80.52; H,6.63; N,5.69. 
Found 0,80.61; H,6.49; N,5.54. 

10 Working Example 119 (Production of Compound 119) 

A solution of N- ( 4-chloromethylphenyl ) -7- ( 4 -methyl - 
phenyl ) -2, 3-dihydro-l-benzoxepine-4-carboxamide ( 0 . lg) 
and diisopropylamine (0.1ml) in dimethylf ormamide (10ml) 
was stirred at room temperature over night. The solvent was 

15 evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals , 

20 which were recrystallized from ethyl acetate-hexane to give 
N-(4- ( (diisopropylamino) methyl) -phenyl) -7- (4-methyl- 
phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 119) (O.llg) as colorless crystals, 
mp 152-153T:. 

25 l H-NMR(6ppm, CDC1 3 ): 1.02 (12H, d, J=6.6Hz), 2.39 (3H, s), 
2.98-3.10 (4H, m), 3.62 ( 2H . s), 4.35 (2H, t, J=4.8Hz), 7.05 
(1H, d, J=8.6Hz), 7.24 (2H, d, J=8.0Hz), 7.35-7.55 (9H, m) . 
IR(KBr) V: 2964, 1646cm" 1 . 
Anal, for C 31 H 36 N 2 0 2 : 

30 Calcd. C79.45; H,7.74; N,5.98. 
Found C, 79.18; H,7.66; N,5.93. 

Working Example 120 (Production of Compound 120) 

A solution of N- ( 4-chloromethylphenyl ) -7- ( 4-methyl- 
phenyl ) -2 , 3-dihydro-l-benzoxepine-4-carboxamide ( 0 . lg) 
35 and N-ethylcyclohexylamine (0.11ml) in dimethylf ormamide 
(10ml) was stirred at room temperature over night. The 
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ZlZlr eVaP ° rated ' t0 the was added water. 

The mixture was extracted with ethyl acetate. The organic 
ayer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate 
5 Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- (4-( (N-cyclohexyl-N-ethyl) - 

amxnomethyl,p h enyl,- 7 - {4 - m ethyl P henyl)-2.3-dihydro-l- 
benzoxepine-4-carboxamide (Compound 120) (o la) as 
10 colorless crystals, 
mp 166-167^. 



15 



30 



35 



H-NMR(<5pp m , CDC1J: 0.98 (3H. t, J- 7 .2Hz). U 2-U6 (6H 
(H tT 4 rr\ m) ' 2 - 39(3H ' S) ' 2 - 48 - 2 - 59 ^.m).3.03 

h d ;v « V 9 (2H - s) - 4 - 36 (2H ' j=4 - 5H2) - 7 -° 5 

(1H. d, J.8.4H,). 7.24 (2H, n, J= 7.6Hz). 7.35 (2H. u. 
J=8.4Hz). 7.43-7.56 (7H, m) . 
IR(KBr) V : 2929, 1648cm 1 . 
Anal, for C 3J H„N J 0 2 "0. 2 H 2 0: 
Calcd. C.79.55; H.7.77; N.5.62. 
20 Found C.79.65; H.7.63; N.5.66. 

Working Example 121 (Production of Compound 121) 

A suspension of N-(4-chloromethylphenyl)- 7 -(4- 
m ethylphenyl)-2,3-dihydro-l- b en 2 oxepine-4-carboxa JI ,ide 
CO.lg). 4-ethyl-amino-l-benzylpiperidine (o.llg) and 
potassium carbonate (o.05g) in dimethylf ormamide (10ml) was 
stirred at room temperature over night. The solvent was 
eva po ted and to the resldue wag ^ ^ 

was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
Pressure, the solvent was evaporated to give crude crystals 

N-(! M 7~ "™ UZed ™ ether-hexane to give 

^^^^'-^y^P^in^-yD-N-ethyDamino- 
m ethyl)phenyl)-7-(4-methylphenyl)-2.3-dihydro-l- 
benzoxepine-4-carboxamide (Compound 121) (o 13a) as 
colorless crystals. 
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mp 121-122^. 

l H-NMR( <5ppm, CDC1,): 0.98 (3H, t , J=7.1Hz), 1.55-1.75 (4H, 
m), 1.87-2.00 (2H, m) . 2.39 (3H. s), 2.49-2.60 (3H, m) , 
2.90-2.96 (2H, m) , 3.08 (2H, t, J = 4.4Hz), 3.48 (2H, s) , 3.60 
5 (2H, s), 4.36 (2H, t, J=4.4Hz), 7.06 (1H, d, J=8.2Hz), 
7.23-7.35 (9H, m) . 7.44-7.55 (7H, m) . 
IR(KBr) Vz 2939, 1652cm" 1 . 
Anal, for C 39 H 43 N 3 0 2 : 
Calcd. C79.97; H,7.40; N,7.17. 
10 Found C79.95; H,7.50? N,7.28. 

Working Example 122 (Production of Compound 122) 

A suspension of N- ( 4 -chloromethylphenyl ) - 7- ( 4 - 
methylphenyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 -carboxamide 
(O.lg), amino -me thy lcyclohexane (0.05g) and potassium 
15 carbonate (O.lg) in dimethylf ormamide (10ml) was stirred 
at room temperature over night . The solvent was evaporated, 
and to the residue was added water. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
20 with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/methanol/ 
triethylamine) to give crude crystals, which were 
recrystallized from ethyl acetate-hexane to give N-(4- 
25 ( (cyclohexylmethyl)aminomethyl) phenyl) -7- (4 -methyl- 
phenyl ) - 2 , 3 - dihydro - 1 - benz oxepine - 4 - carboxamide 
(Compound 122) (0.06g) as colorless crystals, 
mp 154-155*0. 

l H-NMR( <5ppm, CDC1 3 ): 0.88-0.99 (2H, m) , 1.17-1.26 (4H, m) , 
30 1.43-1.56 (1H, m), 1.65-1.78 (4H, m) , 2.39 (3H, s), 2.45 

(2H, d, J = 6.6Hz), 3.07 (2H, t, J=4.5Hz), 3.76 (2H, s), 4.35 

(2H, t, J=4.5Hz), 7.05 ( 1H , d, J=8.4Hz), 7.22-7.33 (5H, m) , 

7.43-7.61 (6H, m) . 

IR(KBr) V: 3357, 2918, 1648cm" 1 . 
35 Anal, for C^H^N^ ' 0 . 2H 2 0: 

Calcd. C79.37; H,7.58; N,5.78. 
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Found C, 79.58; H,7.50; N.5.80. 

Working Example 123 (Production of Compound 123) 

A solution of N-(4-chloromethylphenyl,-7.(4- m ethyl- 
P he ^)-2.3-dihydro-l- benzoxepine . 4 . carboxamide 

5 and l-methyl-4-methylaminopiperidine (o.lml) in 

dimet hylformamlde {5ml) was stirred ^ room temperature ^ 

night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 

10 I ' °T niC laYer With WatSr and "t«r«t.d sodium 

10 chlor.de solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals . which were recrystallized 
frorn ethyl acetate- hexane to give N- ( 4 - ( (N-methyl-N- ( l- 
methylpxperidin-4.yl,)aminomethyl)p henyl) . 7 . (4 . 
15 meth y iphenyl)-2..3-dihydro-l-w, over ,,„ 0 „ 

(Compound 123) (0.03g) as colorless crystals 
mp 183-184'C. 

CDCW. 1.67-3.05 <„, 2 . 20 (3H 
( H .). 2.3, ,3H. .,. 2.38-2.45 (1H. .) . 2.91-2.96 (1„ 

7.06 (1H, d, J=8.0Hz) 7 22-7 m , , 

m) 7 * 33 < 4H ' m ). 7.44-7.59 (7H, 

IR(KBr) V: 2939, 2785, 1652cm 1 . 
Anal, for C„H 37 N 3 0 2 : 
25 Calcd. C.77.54; H,7.52; N.8.48. 
Found C, 77.34; H.7.57; N.8.56. 

Working Example 124 (Production of Compound 124) 

To a solution of 7-(4-(4-methylpi pe razin-l-yl)- 
30 fo T J- 2 ' 3 -^ 0 " 1 - 15 — P^"4-carboxylic acid 

(0.12g), 4-(N-methyl-N-(tetrahydropyran-4- y i)a m ino- 
methyl, aniline (0.08g) and l-hydroxvbenzotriazole(0.05g) 
xn dxmethylformamide (15ml) was added l-ethyl- 3 -( 3 
dimethylaminopropyl)carbodiimide hydro -chloride (0 Ig) 
under ice-cooling. unde r nitrogen atmosphere, the mature 
was cooled to room temperature. To the mixture were added 
4-dxmethylaminopyridine (catalytic amount) and triethyl- 
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amine ( 0 . 14ml ) , and the mixture was stirred over night . The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
5 solution, and dried with anhydrous magnesium sulfate. 

Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl acetate/ 
methanol/ triethylamlne) to give crude crystals, which were 
recrystallized from ethyl acetate-hexane to give 7- (4- 
10 ( 4-methylpiperazin- 1 -yl ) phenyl ) -N- ( 4- ( (N-tetrahydro- 

pyran - 4 -y 1 - N -me thylamino ) me thyl ) phenyl ) - 2 , 3 - dihydr o - 1 - 
benzoxepine-4-carboxamide (Compound 124) (0.15g) as 
colorless crystals, 
mp 220-221^. 

15 l H-NMR( 5ppm, CDC1 3 ) : 1.64-1. 75 (4H, m) , 2.22 (3H, s), 2.37 
(3H, s) , 2.58-2.71 (5H, m) , 3.08 (2H, t, J=4.6Hz) , 3.25-3.32 
(4H, m), 3.37 (2H, dt , J=2.8, 11.4Hzj, 3.58 ( 2H , s), 
4.01-4.07 (2H, m), 4.35 (2H, t, J=4 . 6Hz ) , 6 . 97 - 7 . 06 (3H, 
m), 7.32 (2H, d, J=8.4Hz), 7.41-7.58 (7H, m) . 

20 IR(KBr) V: 2946, 2841, 1663cm" 1 . 
Anal, for C 35 H4 2 N 4 0 3 - 0 .5H 2 O: 
Calcd. C, 73-01; H,7.53; N,9.73. 
Found C73.25; H,7.46; N,9.72. 

Working Example 125 (Production of Compound 125) 
25 A solution of N- ( 4- ( (N- ( 1-t-butoxycarbonyl- 

piperidin- 4 -yl ) -N-me thylamino ) methyl ) phenyl ) - 7 - ( 4 - 
methylphenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(0.14g) and trif luoro-acetic acid (5ml) in dichloromethane 
(20ml) was stirred at room temperature for 1.5 hours. The 
30 reaction mixture was neutralized with sodium hydrogen 

carbonate solution, and the solvent was evaporated. To the 
residue was added water, and the mixture was extracted with 
ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution, and dried with anhydrous 
35 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
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from ethanol-hexane to give N- ( 4- ( (N-methyl-N- 
( Piperidin - 4 -yl ) , aminomethyl ) phenyl ) - 7 - ( 4 -methyl - 

phenyl)-2,3-dihydro-l-benzoxepine-4-c a rboxamide 
(Compound 125) (o.OSg) as colorless crystals 
5 mp 129-130*0. 

£r s 7 2 pp i; i - 68 ' 1 - 95 (4h - m) - 2 - 22 <»> ^ *.» 

ill' m ' 3 sV (3H ' 3 ' 08 (2H ' J=4 - 5H2) ' 3.23-3.33 
(2H ») 3.58 (2H.s). 4.36 (2H, t . J=4.5Hz,, 7.06 (1H. d, 
J=8.4HZ). 7.23-7.33 (4H, .) . 7.44-7.60 (7H, m) 
10 IR(KBr) V: 2929, 1663cm 1 . 

Working Example 126 (Production of Compound 126) and 
Wor^ng Example 127 (Production of Compound 127) 

A suspension of N-(4-chloromethylphenyl)- 7 -(4- 

methylphenyl)- 2 ,3-dihydro-l-benzo*Pnin 0 a 
15 („,„, Denzox epine-4-carboxamide 
« (O.lg), N,4-dimethylcyclohexvi»m^„ v..^_._w, . 

— "/uiywiioriae (0.08a) 

wes stirred at room temperature over night. The solvent „, s 
evaporated . ana to the residue was aaaea water . The J, Zl 
was extr.ctea with ethyl acetete. The organic layer Is 
*0 washea with water ana seturatea soaium ohloriae solution 
ana arrea with enhyorous magnesium sulfate. U „aer reaucea 

purLTo' ' ^ S ° 1Ve " ™ - «*. resiaue was 

purified with silica gel column (ethyl acetate, to give each 
Of crude crystals, which was recrystalli.ed from ethyl 
acetate-hexene to give each isomer of „-<,-( (N-methyl- 
N- (4-methylcyclohexyl ) ) amlno-methyl Jphenyl ) - 7- ( 4 . 

methylphenyD-a^-dihyaro-l-henzoxepine^-carhoxamiae 
(Compouna 126 (O.Oeg,. compouna 1,7(0.03,), as colorless 

c -CyS LclJLS . 

30 (Compound 126) : 
mp 144-145t;. 

'H-NMR^ppm. CDC1 3 ): 0.96 <3H, d, J=6 .8Hz). 1.40-1.80 (9H 
->. 2 17 C3H .,. 2.20-2.40 (IH.m,. 2.39 (»..,. 3.08 
t. J=4.5Hz), 3.55 (2H. s). 4.36 (2H, t. J= 4 .5Hz) 7 05 1H 
*. J-8.4H,,. 7.22-7.34 (4H. m), 7.43-7.58 (7H m ) 
IR(KBr) V : 2927, 1650cm '. ' K 
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Anal, for C3 3 H 38 N 2 O 2 '0 . 2H 2 0: 
Calcd. C79.55; H,7.77; N,5.62. 
Found C, 79.59; H,7.68; N,5.84. 
(Compound 127 ) : 
5 mp 183-184^. 

l H-NMR( <5ppm, CDC1 3 ): 0.87 (3H, d, J=6.6Hz), 0.89-1.02 (2H, 
m), 1.26-1.89 (7H, m) , 2.20 (3H, s) , 2.20-2.40 (1H, m) , 2.39 
(3H, s), 3.08 (2H, t, J=4.6Hz), 3.56 (2H, s), 4.36 (2H, t , 
J=4.6Hz), 7.06 (1H, d, J=8.4Hz), 7.22-7.34 (5H, m) , 

10 7.44-7.55 (6H, m) . 

IR(KBr) v : 2925, 1654cm" 1 . 
Anal, for C 33 H 3e N 2 CV 0 . 2H z O : 
Calcd. C79.55; H,7.77; N,5.62. 
Found C79.48; H,7.70; N,5.83. 

15 Working Example 128 (Production of Compound 128) 

To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
methane (7ml) were added oxalyl chloride (0.14ml) and 
dimethylf ormamide (catalytic amount) under ice-cooling, 

20 and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrof uran . The mixture was dropwise added to a 
solution of 4-(N-methyl-N-(tetrahydropyran-4-yl)ainino- 
methyl) aniline (0.12g) and triethylamine (0.23ml) in 

25 tetrahydrofuran (10ml), under ice-cooling . Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 
The organic layer was washed with water and saturated sodium 

30 chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate-hexane to give N- ( 4- (N -methyl- (N- 
t etrahydropyran - 4 -yl ) aminome thyl ) phenyl ) - 7 - ( 4 - 

3 5 me t hy lpheny 1 ) - 2 , 3 - dihydro - 1 - ben zoxepine - 4 - carboxamide 
(Compound 128) (0.19g) as colorless crystals. 
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mp 162-163t. 

'H-NMR(<5pp mr CDC1 3 ): 1.59-1. 74 (4H. m). 2.20 (3H s) 2 39 
OH, S), 2.58-2.66 (1H. m) . 3.07 (2H. t, J=4.5Hz), 3.37 (2H 
dt J.2.8. 11.0Hz), 3.56 (2H. .,. 4.01-4.06 (2H, m , , 4.35 
(2H. t. J=4.5Hz>, 7.05 (1H. d, J=8.4Hz), 7.22-7.33 (4H, m, . 
7-43-7.56 (6H. m) . 7.62 (1H, s). 
IR(KBr) Vi 3296. 2950, 1654cm-'. 
Anal, for e M H, 4 N,Or 0.2H 2 O: 
Calcd. C.76.58; H.7.13; N.5.76. 
10 Found C.76.51; H.7.07; N,5.53. 

Working Example 129 (Production of Compound 129) 

To a suspension of 7-(4-methyl pheny i)- 2 ,3-dih y dro- 
l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
methane (5ml) were added oxalyl chloride (0.14ml, and 
15 dimethylformamide (catalvt± c »mo"»" ,.. 

and the mxxture was stirred at room temperature for 2 hours 
The solvent was evaporated, and the residue was dissolved 
xn tetrahydrofuran. The mixture was dropwise added to a 

20 "ITT ° f 4 - (N " methyl - N - (tetrah ^Py-n-3-yl)amino- 
20 methyl) aniline (0.13g, and triethylamine (0.23ml) in 

tetrahydrofuran (10ml). under ice-cooling, and the mixture 
was stirred under nitrogen atmosphere at room temperature 
over night. The solvent was evaporated, and to the residue 
was added water. The mixture was extracted with ethyl acetate . 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate) to give crude crystals, which were 
recrystallized from ethyl acetate-hexane to give N-(4- 
( ( N -^trahydropyran-3-yl-N-methyl)aminomethyl) -phenyl) - 
7-(4-methylphenyl)-2,3-dihydro-l-benzoxepine-4- 
carboxamide (Compound 129) ( 0 .18g, as colorless crystals 
mp 158-1591:. 

l H-NMR(«5pp m . CDC1 3 ): 1.57-1.75 (3H. m), 2.00-2.05 (1H m) 
2-21 (3H. s). 2.39 (3H. s). 2.55-2.66 (1H, m, . 3.08 '(2H.' 
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t, J=4.7Hz), 3.22-3.39 (2H, m) , 3.59 ( 2H , s), 3.84-3.90 (1H, 
m), 4.04-4.07 (1H, m) , 4.37 (2H, t , J=4.7Hz), 7.06 (1H, d, 
J=8.0Hz), 7.23-7.32 (4H, m) , 7.44-7.55 (7H, m) . 
IR(KBr) v : 2941, 1652cm' 1 . 
5 Anal, for C 3l H 34 N 2 (V. 

Calcd. C77.15; H,7.10; N,5.80. 
Found C77.12? H,7.02; N,5.88. 

Working Example 130 (Production of Compound 130) 

To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 

10 l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
methane (7ml) were added oxalyl chloride (0.14ml) and 
dimethylf ormamlde (catalytic amount), under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 

15 in tetrahydrof uran. The mixture was dropwise added to a 
solution of 4- ( (N-indan-2-yl-N-methyl ) aminomethyl) - 
aniline (0.14g) and triethyl- amine (0.23ml) in tetrahydro- 
furan (15ml) , under ice-cooling. Under nitrogen atmosphere, 
the mixture was stirred at room temperature over night . The .. 

20 solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated to give 
. 25 crude crystals, which were recrystallized from ethyl 
acetate-ethanol-hexane to give N- ( 4- ( ( N-indan- 2 -yl-N- 
methyl ) amino-methyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - 
dihydro - 1 -benzoxepine- 4 - carboxamide ( Compound 130) 
(0.23g) as colorless crystals. 

30 mp 204-205*0. 

l H-NMR( <5ppm, CDC1 3 ) : 2.19 (3H, s), 2.39 (3H, s), 2.94-3.18 
(6H, m), 3.41-3.48 (1H, m) , 3.57 (2H, s), 4.36 (2H, t, 
J=4.7Hz), 7.06 (1H, d, J=8.4Hz), 7.16-7.22 (6H, m) , 
7.33-7.57 (9H, m) . 

35 IR(KBr) V : 1654cm' 1 . 

Anal, for C3sH 34 N 2 CV 0.2H 2 O: 
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Calcd. C.81.11; H,6.69; N.5.41. 
Found C.81.06; H.6.57; N.5.49. 
Working Example 131 (Production of Compound 131) 

To a suspension of 7-(4-methylphenyl)-2,3-dihydro- 
5 l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
me thane (6ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount) under ice-cooling 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
10 in tetrahydrofuran. The mixture was dropwise added to a 
solution of (E)-4-((N-4-t-butylcyclohexyl-N-methyl)- 
aminomethyl, aniline (0.15g) an d triethylamine (0.23ml) in 
tetrahydrofuran (10ml) . under ice-cooling. Under nitrogen 
atmosphere . the mixture was stirred at room temperature over 
15 night. The solvent 

^-.^ca, aim lu Liie residue was 
added water. The mixture was extracted with ethyl acetate 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals, which were recrystallized 
from ethyl acetate-hexane to give (E) -N- ( 4- ( (N- ( 4-t- 
butylcyclohexyl ) -N-methyl ) aminomethyl ) -phenyl ) - 7 - ( 4 - 

methylphenyl)- 2 .3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 131) (0.22g) as colorless crystals 
25 mp 225-226*0. 

'H-NMRt 6* ppm, CDC1J: 0.84 (9H, s), 0.95-1.05 (2H m) 
1.22-1.33 (2H, m). 1.82-1.95 (5H, m), 2.20 (3H, s) . 2.30-2.45 
(1H. m). 2.39 (3H, S ). 3.08 (2H. t, J=4.6Hz), 3.55 (2H, s), 
4.36 (2H, t, J=4.6Hz), 7.06 (1H, d. J=8.0Hz), 7.22-7 34 (4H 
30 m), 7.44-7.55 (7H, m) . 

IR(KBr) V : 2943. 1652cm 1 . 
Anal, for C^.NjO^ 
Calcd. C.80.56; H.8.26; N.5.22. 
Found C.80.30; H,8.42; N.5.32. 

Working Example 132 (Production of Compound 132) 

To a suspension of 7- ( 4 -methylphenyl) -2 , 3 -dihydro- 
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l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
methane (6ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount), under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours . 
5 The solvent was evaporated, and the residue was dissolved 
in tetrahydrof uran . The mixture was dropwise added to a 
solution of (Z)-4-( (N-4-t-butylcyclohexyl-N-methyl) - 
aminomethyl) aniline (0.15g) and triethylamine (0.23ml) in 
tetrahydrof uran (10ml), under ice-cooling. Under nitrogen 

10 atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 

15 sulfate. Under reduced pressure, the solvent was 

evaporated to give crude crystals , which were recrystallized 
from diethyl ether-hexane to give ( Z ) -N- ( 4- ( ( N- ( 4-t- 
butylcyclohexyl ) -N-methyl ) aminomethyl ) -phenyl ) - 7 - ( 4 - 
methylphenyl ) -2 , 3-dihydro-l-benzoxepine- 4-carboxamide 

20 (Compound 132) (0.2g) as colorless crystals, 
mp 169-170T;. 

1 H-NMR( <5ppm, CDC1 3 ): 0.89 (9H, s), 1.05-1.20 (1H, m) , 
1.36-1.50 (6H, m) , 2.06 (3H, s) , 2.06-2.14 (2H, m) , 2.30-2.32 
(1H, m), 2.39 (3H, s), 3.09 (2H, t, J=4.8Hz), 3.50 (2H, s), 

25 4.37 (2H, t, J = 4.8Hz), 7.06 (1H, d, J=8.4Hz), 7.23-7.35 (4H, 
m) , 7.44-7.54 (7H, m) . 
IR(KBr) V : 2941, 1648cm' 1 . 
Anal, for C 36 H 44 N 2 CV 0.2H 2 O: 
Calcd. 0,80.02; H,8.28; N,5.18. 

30 Found C80.23; H,8.30; N,5.22. 

Working Example 133 (Production of Compound 133) 

To a suspension of 7- ( 4 -methylphenyl ) -2 , 3-dihydro- 
l-benzoxepine- 4 -carboxylic acid (0.15g) in dichloro- 
methane (6ml) were added oxalyl chloride (0.14ml) and 

3 5 dimethylf ormamide (catalytic amount) under ice- cooling, 
and the mixture was stirred at room temperature for 2 hours. 
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The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4-((N-(3,5-dimethylcyclohexyl)-N-methyl)- 
aminomethyUaniline (0.13g) and triethylamine (0.23ml) in 
tetrahydrofuran (10ml) , under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from diethyl ether-hexane to give N- ( 4- ( (N-methyl-N- 
(3,5- dime thylcyclohexy 1 ) ) aminomethyl ) phenyl ) - 7 - ( 4 - 
me thylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxamide 
(Compound 133) (0.22g) as colorless crystals, 
mp 135-136t:. 

l H-mR(6 Pm , CDC1 3 ): 0. 45-0.68 (1H, m) , 0.84 (3H, s). 0.87 
(3H, s), 0.96-1.03 (2H, m) , 1.65-2.05 (5H, m) , 2.06 (3H 
20 s). 2.39 (3H. s), 2.39-2.42 (1H, m) , 3.08 (2H. t, J=4.7Hz), 
3-50 (2H, s), 4.36 (2H, t, J=4.7Hz), 7.06 (1H, d, J=8.4Hz). 
7.16-7.32 (4H, m), 7.44-7.54 (7H, m) . 
IR(KBr) Vt 2947, 1652cm-. 
Anal, for C^IU^O,: 
25 Calcd. C.80.28; H.7.93; N.5.51. 
Found C.80.19; H.7.95; N,5.54. 

Working Example 134 (Production of Compound 134) 

To a suspension of 7-(4-methylphenyl)-2,3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.15g)in dichloro- 
methane (6ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount) under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4 - ( ( N- ( 3 , 5 -dimethylcyclohexyl ) -N-methyl ) - 
amlnomethyDaniline (0.13g) and triethylamine (0.23ml) in 
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tetrahydrof uran (10ml), under ice-cooling. Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
5 ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution, and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate-hexane to give N- ( 4 - ( ( N -methyl -N- 
10 (3,5- dimethylcyclohexyl ) ) aminomethyl ) phenyl ) - 7 - ( 4 - 

methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 134) (0.2g) as colorless crystals, 
mp 173-174^. 

X H-NMR( 6 ppm , CDC1 3 ): 0.43-0.60 ( 1H , m) , 0.81-0.99 ( 2H , m) , 
15 0.91 (3H, s), 0.95 (3H, s), 1.30-1.58 (3H, m) , 1.79-1.84 

(2H, m) , 2.19 (3H, s), 2.39 (3H, s), 2.48-2.60 (1H, m) , 3.08 

(2H, t, J=4.6Hz), 3.55 (2H, s), 4.36 (2H, t, J=4.6Hz), 7.06 

(1H, d, J=8.4Hz), 7.22-7.33 (4H, m) , 7.44-7.55 (7H, m) . 

IR(KBr) V : 2950, 1652cm" 1 . 
20 Anal, for C 34 H4oN 2 0 2 - 0.2H 2 O: 

Calcd. C79.71; H,7.95; N,5.47. 

Found C79.83; H,7.83; N,5.54. 

Working Example 135 (Production of Compound 135) 

To a suspension of 7- ( 4 -methylphenyl) -2 , 3-dihydro- 

25 l-benzoxepine-4-carboxylic acid (0.12g) in dichloro- 
methane (5ml) were added oxalyl chloride (0.11ml) and 
dimethylf ormamide (catalytic amount) under ice -cooling, 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 

30 in tetrahydrof uran . The mixture was dropwise added to a 
solution of 4-( ( N- ( 3 , 5 -dimethylcyclohexyl ) -N-methyl)- 
aminomethyl) aniline (O.lg) and triethylamine (0.17ml) in 
tetrahydrof uran (10ml) , under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 

35 night. The solvent was evaporated, and to the residue was 
added water. The mixture was extracted with ethyl acetate. 
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The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate, under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
5 column (ethyl acetate) to give crude crystals, which were 
recrystallized from diethyl ether-hexane to give N-(4- 
( (N-methyl-N- (3, 5-dimethylcyclohexyl) ) aminomethyl ) - 
phenyl) -7- ( 4 -methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4- 
carboxamide (Compound 135) (0.08g) as pale yellow crystals . 
10 mp 99-lOOt;. 

l H-NMR(<5p pm , CDCl,): 0.82-1.13 (8H, m) , 1.40-1.53 (2H m) 
1.64-1.85 (3H, m), 2.08-2.18 (IH, m), 2.18 (3H, s) , 2 39 
(33. S), 2.69-2.81 (IH, m) . 3.08 (2H, t, J=4.8Hz), 3.54 
(2H.s), 4.35 (2H. t. J=4.8Hz), 7.05 (IH, d, J=8.2Hz). 
15 7.22-7.33 (4H, m) .. 7,43-7.58 (7H, m*. 

IR(KBr) v : 2923, 1652cm- 1 . 

Anal, for CH^NjCv 0.5H : O: 

Calcd. C.78.88; H.7.98; N.5.41. 

Found C.78.88,. H.7.74; N.5.50. 

Working Example 136 (Production of Compound 136) 

To a suspension of 7- (4 -methylphenyl) -2 ,3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
me thane (5ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount) under ice-cooling 
and the mixture was stirred at room temperature for 2 hours . 
The solvent was evaporated, and the residue, was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4-((N-methyl-N-n-propyl)aminomethyl)aniline 
(O.lg) andtriethylamine (0.23ml) in tetrahydrofuran (10ml) 
30 under ice-cooling. Under nitrogen atmosphere , the mixture 
was stirred at room temperature over night . The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
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purified with silica gel column (ethyl acetate/ 
methanol/ triethylamine) to give crude crystals, which were 
recrystallized from diethyl ether-hexane to give N-(4- 
( (N-methyl-N-n-propyl)aminomethyl) phenyl) -7- ( 4-methyl- 
5 phenyl) -2 , 3 -dihydro-l-benzoxepine- 4-carboxamide 
(Compound 136) (O.lg) as colorless crystals, 
mp 142-143^. 

l H-NMR( 6 ppm, CDC1 3 ) : 0.90 ( 3H , t, J=7.3Hz), 1.48-1.59 (2H, 
m), 2.19 (3H, s), 2.29-2.37 (2H, m) , 2.39 (3H, s), 3.08 (2H, 

10 t, J = 4.4Hz), 3.47 (2H, s), 4.36 (2H, t, J=4.4Hz), 7.06 (2H, 
d, J=8.4Hz), 7.22-7.33 (4H, m) , 7.43-7.57 ( 7H , m) . 
IR(KBr) V: 2962, 1652, 1517cm" 1 . 
Anal, for C 29 H 3 2N 2 CV 0.2H 2 O: 
Calcd. C,78.42; H,7.35; N,6.31. 

15 Found C,78.41; H,7.21; N,6.26. 

Working Example 137 (Production of Compound 137) 

A solution of N- ( 4-chloromethylphenyl) -7- ( 4 -methyl - 
phenyl) -2 , 3-dihydro- 1-benzoxepine- 4-carboxamide ( 0 . lg) 
and N-methyl-n-butylamine (0.06g) in dimethylf ormamide 

20 (10ml) was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 

25 Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- (4- ( (N-n-butyl-N-methyl)amino- 
me thyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine- 4-carboxamide (Compound 137) (0.09g) as 

30 colorless crystals, 
mp 138-139^. 

l H-NMR(6ppm, CDCI3) : 0.91 (3H, t, J=7.2Hz), 1.27-1.55 (4H, 
m), 2.19 (3H, s) f 2.33-2.39 (2H, m) , 2.39 (3H, s), 3.08 (2H, 
t, J=4.5Hz), 3.47 (2H, s), 4.36 (2H, t, J = 4.5Hz), 7.06 (1H, 
35 d, J=8.2Hz) , 7.22-7.33 ( 4H , m) , 7.44-7.58 (7H, m) . 
IR(KBr) V: 2956, 2931, 1652cm" 1 . 
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Anal, for C M H, 4 N,Or0.2H 2 O: 
Calcd. C.78.64; H.7.57; N,6.11. 
Found C.78.83; H.7.44; N.6.19. 

Working Example 138 (Production of Compound 138) 

To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
methane (5ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount) under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours 
The solvent was evaporated, and the residue was dissolved 
xn tetrahydrofuran. The mixture was dropwise added to a 
solution of 4-((N-isopropyl-N-methyl)aminomethyl)aniline 
(O.lg) andtriethylamine (0.23ml) in tetrahydrofuran (10ml) 
under ice-cooling. Under nitrogen atmosphere, the mixture 
was stirred at room temperature over night . The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals 
which were recrystallized from ethyl acetate -hexane to give 
N-(4-((N-i S opropyl-N-methyl)-aminomethyl)phenyl)-7-(4- 

methylphenyl)-2,3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 138) (0.18g) as colorless crystals 
25 mp 181-182^. 

'H-NMR( 6 ppm, CDC1,): 1.07 (6H, d, J=6.6H 2 ), 2.15 (3H. s), 
2-39 (3H. s). 2.83-2.96 (1H, m) . 3.08 (2H. t. J=4.7Hz), 3.49 
(2H. s). 4.36 (2H, t. J=4.7Hz), 7.06 (1H, d, J=8.4Hz), 
7.22-7.34 (4H. m) , 7.44-7.55 (7H, m) . 
30 IR(KBr) V : 2968, 1652cm" 1 . 

Anal, for C„H„NA: 

Calcd. C, 79.06; H,7.32; N.6.36. 

Found C, 78.87; H,7.30; N,6.33. 

Working Example 139 (Production of Compound 139) 

To a suspension of 7- ( 4-methylphenyl) -2 . 3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
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methane (5ml) were added oxalyl chloride (0.14ml) and 
dimethylf ormamide (catalytic amount) under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours. 
The solvent was evaporated, and the residue was dissolved 
5 in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4- ( (N-sec-butyl-N-methyl)aminomethyl) aniline 
(0.12g) and triethylamine (0.23ml) in tetrahydrofuran 
(10ml), under ice-cooling. Under nitrogen atmosphere , the 
mixture was stirred at room temperature over night. The 

10 solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and the 

15 residue was purified with silica gel column (ethyl acetate) 
to give crude crystals , which were recrystallized from ethyl 
acetate -hexane to give N- ( 4 - ( (N- sec -butyl- N- methyl ) - 
aminomethyl ) phenyl ) - 7 - ( 4 -methylpheny 1 ) - 2 , 3 - dihydro - 1 - 
benzoxepine-4-carboxamide (Compound 139) (0.12g) as 

20 colorless crystals, 
mp 152-153t:. 

1 H-NMR(6ppm, CDC1 3 ): 0.89-1.01 (6H, m) , 1.22-1.39 (1H, m) , 
1.50-1.67 (1H, m), 2.13 (3H, s), 2.39 (3H, s), 2.54-2.65 
(1H, m), 3.08 (2H, t, J=4.7Hz), 3.44 (1H, d, J=13.2Hz), 3.56 

25 (1H, d, J=13.2Hz), 4.36 ( 2H , t, J=4.7Hz), 7.06 (2H, d, 
J=8.0Hz), 7.22-7.35 (4H, m) , 7.44-7.54 (7H, m) . 
IR(neat) V: 2964, 1652cm" 1 . 
Anal, for C 30 H 3 4N 2 (V 0.2H 2 O: 
Calcd. C78.64; H,7.57; N,6.11. 

30 Found C,78.88; H,7.39; N,6.16. 

Working Example 140 (Production of Compound 140) 

A solution of N- ( 4-chloromethylphenyl) -7- ( 4-methyl- 
phenyl ) - 2 , 3-dihydro-l -benzoxepine- 4-carboxamide ( 0 . lg) 
and N-methylisobutylamine (0.06g) in dimethylf ormamide 

35 (10ml) was stirred at room temperature over night. The 

solvent was evaporated, and to the residue was added water. 
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The mixture was extracted with ethyl acetate . The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated to give 
5 crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N-(4-( ( N-isobutyl-N-methyl) amino - 
methyl) phenyl) -7- ( 4-methyl-phenyl ) -2 , 3-dihydro-l- 
benzoxepine-4-carboxamide (Compound 140) (0.08g) as 
colorless crystals. 
10 mp 137-138"C. 

'H-NMRCdppm, CDCl,): 0.90 (6H, d, J=6.6Hz). 1.78-1.88 ( 1H 
m). 2.10 (2H. d. J=7.4Hz), 2.16 (3H, s). 2.39 (3H, s). 3.08 
(2H, t. JM.6HZ), 3.44 (2H, s), 4.36 (2H. t, J=4.6Hz), 7.06 
(1H, d. J=8.0Hz) / 7.23-7.34 (4H,m). 7.44-7.57 (7H, m) . 
15 IR(KBr) V : 2954, 1652cm; 1 -. 
Anal, for CH^O,: 
Calcd. C79.26; H,7.54; N.6.16. 
Found C78.99; H.7.38; N.6.21. 

Working Example 141 (Production of Compound 141) 

To a suspension of 7-(4-methylphenyl)-2,3-dihydro- 
l-benzoxepine-4-carboxylic acid (O.lg) in dichloromethane 
(5ml) were added oxalyl chloride (0.1ml) and dimethylform- 
amide (catalytic amount) under ice-cooling, and the mixture 
was stirred at room temperature for 2 hours. The solvent 
was evaporated, and the residue was dissolved in tetra- 
hydrofuran. The mixture was dropwise added to a solution 
of 4-((N-t-butyl-N-methyl)amino-methyl)aniline (0.08g) 
and triethylamine (0.12ml) in tetrahydrofuran (10ml), under 
xce-cooling. Under nitrogen atmosphere, the mixture was 
stxrred at room temperature 'over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals 
which were recrystallized from ethyl acetate-hexane to give 
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N- ( 4 - ( ( N- 1- butyl -N-methyl) amino -methyl) phenyl) -7- ( 4- 
me thylphenyl ) - 2 , 3 - dihydr o - 1 - ben z oxepine - 4 - carboxamide 
(Compound 141) (0.12g) as colorless crystals, 
mp 122-123'C. 

5 'H-NMRC <5ppm, CDClo): 1.16 (9H, s), 2.09 (3H, s), 2.39 (3H, 
s) , 3.08 (2H, t, J=4.7Hz) , 3.4 9 (2H, s) , 4.36 ( 2H , t, J=4.7Hz) , 
7.06 (1H, d r J=8.4Hz), 7.23-7.36 (4H, m) , 7.44-7.54 (7H, 
m) . 

IR(KBr) V: 2971, 1651, 1599, 1516cm* 1 . 
10 Anal, for Cj 0 H 3 <N 2 O2: 

Calcd. C79.26; H,7.54; N,6.16. 
Found 0,79.16; H,7.55; N.5-98. 

Working Example 142 (Production of Compound 142) 

To a suspension of 7- ( 4 -me thylphenyl ) -2 , 3-dihydro- 

15 l-benzoxepine-4-carboxylic acid (O.lg) in dichloromethane 
(5ml) were added oxalyl chloride (0.1ml) and dimethylf orm- 
amide (catalytic amount) under ice -cooling, and the mixture 
was stirred at room temperature for 2 hours . The solvent 
was evaporated, and the residue was dissolved in tetra- 

20 hydrofuran. The mixture was dropwise added to a solution 
of 4-( ( N-methyl -N-(pentan- 3 -yl) )aminomethyl ) aniline 
(0.08g) and triethylamine (0.12ml) in tetrahydrof uran 
(10ml) , under ice-cooling. Under nitrogen atmosphere, the 
mixture was stirred at room temperature over night. The 

25 solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated to give 

30 crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- ( 4- ( ( N-methyl -N- ( pen tan- 3- 
yl ) ) aminome thyl ) phenyl ) - 7 - ( 4 -methyl-pheny 1 ) - 2 , 3 - 
dihydro-l-benzoxepine- 4 -carboxamide (Compound 142 ) 
(0.12g) as colorless crystals. 

35 mp 133-134T:. 

l H-NMR( 6 ppm, CDC1 3 ): 0.94 (6H, t, J=7.5Hz), 1.26-1.53 (4H, 
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m>. 2.13 (3H. s). 2.24-2.31 (1H, m), 2.40 (3H. s), 3.09 (2H 
t, J=4.4Hz), 3.55 (2H, s). 4.37 (2H. t, J=4.4Hz), 7.06 ( 1H 
d. J=8.4Hz), 7.17-7.36 (4H, m) , 7.44-7.54 (7H, m) 
IR(KBr) V : 2930, 1649, 1597, 1518cm 1 . 
5 Anal, for CHj.NjO,: 

Calcd. C, 79.45; H,7.74; N.5.98. 
Found C.79.06; H,7.56; N.5.98. 

Working Example 143 (Production of Compound 143) 

To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylic acid (O.lg) in dichloromethane 
(5ml) were added oxalyl chloride (o.lml) and dimethylf orm- 
amxde (catalytic amount) under ice-cooling, and the mixture 
was stirred at room temperature for 2 hours. The solvent 
was evaporated, and the residue was dissolved in tetra- 
15 hydrofuran. The mixture was dropwise added to a solution 
of 4-( (N-methyl-N-(norbornan-2-yl) ) aminomethyl ) aniline 
(0.09g) and triethylamine (0.12ml) in tetrahydrof uran 
(10ml) . under ice-cooling. Under nitrogen atmosphere, the 
mixture was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl acetate/ 
hexane). The purified product was dissolved in ethyl 
acetate (10ml) , and to the mixture was added 4N hydrochloric 
acid-ethyl acetate solution (0.2ml) under ice-cooling. The 
solvent was evaporated to give crude crystals, which were 
recrystallized from ethanol- hexane to give N-(4-(( N - 
methyl -N- ( norbornan- 2 -yl ) ) aminomethyl ) -phenyl ) - 7 - ( 4 - 

methylphenyl)-2,3-dihydro-l-benzoxepine-4-carboxamide 
hydrochloride (Compound 143 ) (0.16g) as colorless crystals 
mp 268-269 < C(dec. ) . 

'H-NMR( tfppm. DMSO-d,): 1.24-1.55 (6H, m, , 1.99-2.15 (3H m) 
2.28 (1H, br), 2.34 (3H, s), 2.51-2.63 (3H, m) . 2.82 (1H, 



20 



25 



SNSOOCICC <WO_9S3246aMJ_> 



WO 99/32468 



187 



PCT/JP98/05707 



br) , 3.00 (2H, br) , 4.04-4.45 (4H, m) , 7.06 (1H, d, J=8.4Hz) , 
7.33 (2H, d, J-7.8HZ), 7.38 (1H, s), 7.48-7.59 (5H, m) , 
7.75-7.85 (3H, m) , 9.52 (0.5H, br) , 9.83 (0.5H, br ) , 10.18 
(1H, s). 

5 IR(KBr) V: 2951, 2492, 1661cm" 1 . 
Anal, for C 33 H 3 7C1N 2 <V 0 . 2H 2 0 : 
Calcd. 0,74.40; H,7.08; N,5.26. 
Found C74.34; H,7.05; N,5.19. 

Working Example 144 (Production of Compound 144) 

10 To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 

l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
me thane (5ml) were added oxalyl chloride (0.14ml) and 
dimethylf ormamide (catalytic amount) under ice -cooling, 
and the mixture was stirred at room temperature for 2 hours. 

15 The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran. The mixture was dropwise added to a 
solution of 4- ( 2- (N-cyclohexyl-N-methyl ) aminoethyl ) - 
aniline (0.15g) and triethylamine (0.23ml) in tetrahydro- 
furan (15ml) , under ice-cooling. Under nitrogen atmosphere , 

20 the mixture was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 

25 Under reduced pressure, the solvent was evaporated to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- ( 4- ( 2- ( (N-cyclohexyl-N- 
methyl ) amino ) ethyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - 
dihy dro - 1 - ben zoxepine - 4 - carboxamide ( Compound 14 4) 

30 (0.23g) as colorless crystals, 
mp 154-155 C C. 

l H-NMR( 6 ppm, CDC1 3 ): 1.18-1.30 (6H, m) , 1.65-1.80 (4H, m) , 
2.35 (3H, s), 2.39 (3H, s), 2.39-2.50 (1H, m) , 2.66-2.73 
(4H, m), 3.08 (2H, t, J = 4.6Hz), 4.36 (2H, t, J = 4.6Hz), 7.06 
35 (1H, d, J=8.4Hz), 7.18-7.26 (4H, m) , 7.44-7.55 (7H, m) . 
IR(KBr) V: 2929, 2854, 1648cm" 1 . 
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Anal, for C^.NjCV 0.3H,O: 
Calcd. C. 79.26; H,7.78; N,5.60. 
Found C.79.26; H,7.48; N.5.62. 

Working Example 145 (Production of Compound 145) 

To a suspension of 7-(4-methylphenyl)-2,3-dihydro- 
l-benzoxepine-4-carboxylic acid (O.lg) in dichloromethane 
(5ml) were added oxalyl chloride (0.1ml) and dimethylf orm- 
amide (catalytic amount) under ice-cooling, and the mixture 
was stirred at room temperature for 2 hours. The solvent 
was evaporated, and the residue was dissolved in tetra- 
hydrofuran. The mixture was dropwise added to a solution 
of 4-(l-hydroxy-2-piperidino-ethyl)aniline (0.09g) and 
triethylamine (0.12ml) in tetrahydrof uran (10ml). under 
ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at roo.» temperature over night. The solvent was 
evaporated, and to the residue was added water. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals 
which were recrystallized from ethyl acetate-hexane to give 
N- ( 4 - ( 1 -hydroxy- 2 -piperidinoethyl ) phenyl ) - 7 - ( 4 -methyl - 
Phenyl) - 2 , 3-dihydro-l-ben 2 oxepine-4-carboxamide 
(Compound 145) (0.14g) as colorless crystals 
25 mp 212-213t:. 

l H-NMR(6 Ppm , CDCl,): 1.44-1.52 (2H. m) , 1.56-1.69 (4H, m) 
2-32-2.47 (4H, m) , 2.40 (3H, s), 2.65-2.74 (2H, m) . 3.08 
(2H, t, J=4.5Hz), 4.37 (2H, t, J=4.5Hz), 4.72 (1H, dd, J=3.8 
10.0Hz), 7.06 (1H. d, J=8.4HZ), 7.25 (2H, d. J-7.4HZ). 
30 7.35-7.59 (9H, m) . 

IR(KBr) V: 2936, 1651, 1520cm 1 . 
Anal, for CAM: 
Calcd. C.77.15; H.7.10; N,5.80. 
Found C.76.95; H.7.34; N,5.69. 

Working Example 146 (Production of Compound 146) 

To a solution of 7- ( 3-pyridyl) -2 , 3-dihydro-l- 
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benzoxepine-4-carboxylic acid (0.15g), 4- (N-methyl-N- 
(tetra-hydropyran-4-yl)aminomethyl)aniline (0.12g) and 
triethylamine (0.16ml) in dimethylf ormamide (50ml) was 
added diethyl cyano-phosphate (0.1ml) under ice-cooling. 
5 and the mixture was stirred under nitrogen atmosphere at 
room temperature over night. The solvent was evaporated, 
and the residue was purified with silica gel column 
(methanol /ethyl acetate/triethylamine ) to give crude 
crystals, which were recrystallized from ethanol-hexane to 
10 give 7-(3-pyridyl)-N-(4-((N-tetrahydropyran-4-yl-N- 

methylamino ) -methyl ) phenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 
4-carboxamide (Compound 146) (0.06g) as colorless crystals. 

mp lss-isgt;. 

l H-NMR( <5ppm, CDC1,): 1.64-1.71 ( 4H , m) . 2.23 (3H, s). 
15 2.65-2.75 ( 1H . m) . 3 . 11 ( 2H , t , J=4 . 8Hz ) , 3 . 37 ( 2H , dt , J=2 . 4 , 

11.0Hz), 3.60 (2H, s), 4.01-4.07 (2H, m) . 4.38 (2H, t. 

J=4.8Hz), 7.12 (1H, d, J=8.4Hz), 7.31-7.40 (3H, m) , 

7.44-7.58 (4H, m) , 7.66 (1H. br) . 7.84 (1H, d. J=7.6Hz), 

8.58 (1H, d, J=4.8Hz), 8.82 (1H. d. J=2.2Hz). 
20 IR(KBr) V: 2949, 2845, 1661cm" 1 . 

Anal, for C 2 ,H 3 iN 3 O,'0. 5H 2 0: 

Calcd. C72.78; H,6.74; N,8.78. 

Found 0,72.72; H,6.72; N,8.95. 

Working Example 147 (Production of Compound 147) 
25 To a solution of 7- ( 4-pyridyl) - 2 , 3-dihydro- 1- 

benzoxepine-4-carboxylic acid (0.15g), 4- (N-methyl-N- 
(tetrahydropyran- 4 -yl)aminomethyl) aniline (0.12g) and 
triethylamine (0.16ml) in dimethylf ormamide (50ml) was 
added diethyl cyano-phosphate (0.1ml) under ice-cooling, 
30 and the mixture was stirred under nitrogen atmosphere at 
room temperature over night. The solvent was evaporated, 
and the residue was purified with silica gel column 
(methanol/ethyl acetate/triethylamine) to give crude 
crystals, which were recrystallized from ethanol-hexane to 
35 give 7- ( 4-pyridyl) -N- ( 4- ( (N-tetrahydropyran-4-yl-N- 

methy lamino ) methyl ) phenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 



RNSDOCID- <W0 9932488A1_L> 



WO 99/32468 

PCT/JP98/05707 

190 

carboxamide (Compound 147) (o 07a) as n* 1o 

nip 186-187=0. P br ° Wn Cr y stals ' 

l H-NMR( fippm. CDC1,): 1.67-1.73 («. ») . 2.23 (3H s) 

5 1 2 ; 6 0H 2 ; 75 , (1H ' 3,11 (2H ' J=4 - 6H2 ^.37 (2H. d . ,=3.0, 
1 4 °^; 3 - 60 ^-), 4.01-4.07 (2H, m) . 4 .3 8 (2H<t> 
J-4.6H.). 7.12 <1H. d. J-8.0HZ,, 7.34 (2H. d. J=8 .4Hz> 

•45-7.51 (3H. .,. 7.55-7.59 (3H. .,. 7 ..2(1H. br).8.64 
(2H. d, J=5.8Hz). 
IR(KBr) V : 2948, 1659cm- 1 . 
10 Anal, for C M HnNjOj • 0.5H 2 O: 

Calcd. C.72.78; H.6.74; N.8.78. 
Found C, 72.64; H.6.51; N,8.85. 

Working Example 148 (Production of Compound 148, 

To a solution of 7- ( 2-f uryl) -2 , 3-dihydro-l- 

1- benzoxepine-4-carboxylic acid (0.15g), 4- (N-methyl-N- 

(tetrahydropyran-4-yl)aminomethyl,aniline (0.15g) and 

aldid ( °- 25ml) ^ dimet ^ lf °— (lOml, was 
added diethyl cyanophosphate (0.13ml, under ice-cooling 

20 rol t mlXtUre Stirred UDder nltrOSen ^mospbere at 
room emperature over night. The solvent was evaporated, 
and the residue was purified with silica gel column 
(methanol/ethyl acetate/triethylamine) to give crude 
crystals, which were recrystallized from ethyl acetate- 

25 TlT ll 9lVe 7 - (2 - fUryl) - N "( 4 -^ N -tetrahydropyran-4- 
yl-N-methylamino)methyl)phenyl)- 2 ,3-dihydro-l- 
benzoxepine-4-carboxamide (Compound 148) (O.lg) as brown 
crystals. 

mp 166-167 < C(dec). 

l H-NMR(«Jp pm . CDC1 )): 1.64-1.78 (4H, m) . 2.22 (3H s) 

11-lHz). 3.59 (2H, s). 4.02-4.07 (2H, m) . 4.33 (2H, t 
J- 4.SH,, 6.46 (1H, dd, 3.3Hz), 6.56 (1H, d, J= 3.3Hz), 

7 44 H J=8 ' 4HZ) ' ? - 21 (1H ' S) ' ? - 32 (2H < J - 8 -^). 
7.44 (1H, d. J=1.8Hz), 7.50-7.62 (4H, m, , 7.73 (1H s) 

35 IR(KBr) V: 2951, 1659cm 1 . ' ' S) ' 

Anal, for C 2( H J0 N 2 O,"0.5H 2 O: 
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Calcd. C.71.93; H,6.68; N,5.99. 
Found 0,71.97; H,6.52; N,6.08. 

Working Example 149 (Production of Compound 149) 

To a solution of 7-(4-dimethylaminophenyl) -2,3- 
5 dihydro-l-benzoxepine-4-carboxylic acid (0.15g), 4-(N- 
methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ) aniline 
(O.llg) and triethylamine (0.2ml) in dimethylf ormamide 
(15ml) was added diethyl cyano-phosphate (0.11ml) under 
ice-cooling, and the mixture was stirred under nitrogen 

10 atmosphere at room temperature over night. The solvent was 
evaporated, and the residue was purified with silica gel 
column (methanol/ethyl acetate/ triethylamine) to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give 7- ( 4-dimethylaminophenyl) -N- ( 4- 

1 5 ( ( N- tetrahydropyran- 4 -yl-N-methylamino ) methyl ) phenyl ) - 
2 , 3-dihydro-l-benzoxepine-4-carboxamide (Compound 149 ) 
(0.07g.) as pale brown crystals, 
mp 208-209 c C(dec. ) . 

1 H-NMR( 5 ppm, CDC1 3 ): 1.63-1.78 (4H, m) , 2.20 (3H, s), 
20 2.59-2.70 (1H, m) , 2.98 (6H, s), 3.04 ( 2H , t, J=4.5Hz), 3.36 

(2H, dt, J = 2.6, 11.0Hz), 3.56 (2H, s), 4.00-4.06 (2H, m) , 

4.31 (2H, t, J=4.5Hz), 6.78 (2H, d, J = 8.8Hz), 7.01 (1H, d, 

J=8.0Hz), 7.24-7.31 (3H, m) , 7.39-7.46 (4H, m) , 7.55 ( 2H , 

d, J=8.4Hz), 7.79 (1H, s). 
25 IR(KBr) V: 2949, 2845, 1659cm" 1 . 

Anal, for C 32 H 37 N 3 0 3 - 0 . 3H 2 0 : 

Calcd. C74.33; H,7.33; N,8.13. 

Found C74.ll; H,7.22; N,8.21. 

Working Example 150 (Production of Compound 150) 
30 To a solution of 7- ( 4- (pyrrolidin- 1-yl ) phenyl ) - 

2 , 3-dihydro-l-benzoxepine-4-carboxylic acid (0.15g), 4- 
(N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ) aniline 
(O.lg) and l-hydroxybenzotriazole (0.07g) in dimethyl- 
f ormamide (10ml) was added 1 -ethyl- 3- ( 3-dimethylamino- 
35 propyl ) carbodiimide hydro-chloride (0.13g) under ice- 
cooling, and the mixture was stirred under nitrogen 
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atmosphere at room temperature for 3 hours. To the mixture 
were added 4-dimethylaminopyridine (catalytic amount) and 
1.8-da.azabicyclo[5.4.0]-7-undecene (0.2ml), and the 
mixture was stirred over night. The solvent was evaporated 
5 and the residue was purified with silica gel column 
(methanol/ethyl acetate/triethylamine) to give crude 
crystals, which were recrystallized from ethanol-hexane to 
gxve 7-(4-( P yrrolidin-l-yl ) p heny i ) . N . (4 . ((N „ tetrahydro . 

Py ran - 4 -yl-N-methylamino)-methyl)phenyl)- 2 ,3-dihydro-l- 
10 benzoxepine-4-carboxamide (Compound 150) (0.08g) as 
colorless crystals, 
mp 210-21lt:. 

l H-NMR t ' fippm, CDC1 3 ): 1.69-1. 78 (8H, m, , 1.99-2.06 (4H m) 

15 3 2 ' 3 2 0 I™,''' 2 ' 55 " 2 - 7 ° (1H ' 3 ' 07 (2H ' *' ^.5H 2 ),' 

15 30-3 38 (4H. ,.) , 3.38-3.57 (2H, m) , 3.57 (2H, s) . 4.01-4.06 

H. .,. 4.35 (2H, t, J-4.5HZ). 6 . 63 (2H , d . J=8 . 8Hz) . 7 . 02 

7 5 ; o H J=8 ; 4H2) - 7,31 (2H - d - j=8 - 4hzk 7 - 4 °- 7 - 48 <«. 

7.54 (2H, d, J=8.4Hz), 7.61 (1H, s). 
IR(KBr) V: 2951. 2841, 1653cm". 
20 Anal, for CH^O,: 

Calcd. C75.95; H,7.31; N,7.81. 
Found C75.70; H,7.10; N,7.83. 

Working Example 151 (Production of Compound 151) 

To a solution of ?- ( 4^piperidinophenyl) -2 , 3-dihydro- 
-benzoxepine-4-carboxylic acid (0.15g), 4- (N-methyl-N- 
(tetrahydropyran-4-yl)aminomethyl)aniline (O.lg) an d 1- 
hydroxy-benzotriazole (0.07g) in dimethylf ormamide (10ml) 
was added l-ethyl-3- (3-dimethylaminopropyl) -carbodiimide 
hydrochloride (0.13g) under ice-cooling. Under nitrogen 
atmosphere, the mixture was warmed to room temperature To 
the mixture were added 4-dimethylaminopyridine (catalytic 
amount) and triethylamine (0.18ml), and the mixture was 
stirred over night. The solvent was evaporated, and to the 
residue was added water. The mixture was extracted with 
35 ethyl acetate . The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
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magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate-hexane to give 7- ( 4 -piperidino- 
phenyl) -N-(4- ( (N-methyl-N-tetrahydro-pyran-4-yl)amino) - 
5 methyl) phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 151) (0.18g) as colorless crystals, 
mp 197-198^. 

1 H-NMR( 6 ppm , CDClj) : 1.58-1.70 (2H, m) , 1.70-1.73 (4H, m) , 
2.21 (3H, s), 2.55-2.70 (1H, m) , 3.08 ( 2H , t, J=4.6Hz), 
10 3.18-3.23 (4H, m), 3.37 (2H, dt , J=2.4, 11.0Hz), 3.57 (2H, 
s), 4.01-4.07 (2H, m), 4.35 (2H, t, J=4.6Hz), 6.63 (2H, d, 
J=8.8Hz), 6.97-7.05 (3H, m) , 7.31 (2H, d, J=8.4Hz), 
7.43-7.57 (7H, m) . 

IR(KBr) V: 2938, 2847, 1651cm" 1 . 
15 Anal, for C 3S H 4 iN 3 CV0 . 5H z O: 

Calcd. C74.97; H,7.55; N,7.49. 
Found C, 75.26; H,7.53; N,7.63. 

Working Example 152 (Production of Compound 152) 

To a solution of 7- ( 4-morpholinophenyl) -2 , 3-dihydro- 

20 l-benzoxepine-4-carboxylic acid (0.15g), 4- (N-methyl-N- 
(tetrahydropyran- 4 -yl)aminomethyl) aniline (O.lg) and 1- 
hydroxybenzotriazole (0.06g) in dimethylf ormamide (15ml) 
was added 1 -ethyl- 3- ( 3-dimethylaminopropyl) -carbodiimide 
hydrochloride (0.12g) under ice-cooling. Under nitrogen 

25 atmosphere, the mixture was warmed to room temperature. To 
the mixture were added 4-dimethylaminopyridine (catalytic 
amount) and triethylamine (0.18ml), and the mixture was 
stirred over night. The mixture was poured into water and 
was extracted with ethyl acetate. The organic layer was 

30 washed with water and saturated sodium chloride solution,: 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals , 
which were recrystallized from ethyl acetate-hexane to give 
N- ( 4 - ( ( N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ) - 

3 5 phenyl ) - 7 - ( 4 -morpholinophenyl ) - 2 , 3 - dihydro- 1 - 

benzoxepine-4-carboxamide (Compound 152) (0.17g) as pale 
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brown crystals, 
mp 238-239t:(dec.). 

l H-NMR(<5pp m , CDC1 J): 1.58-1.77 (4H, m) . 2.21 (3H. s) 
2-55-2.75 (1H, m). 3.08 (2H, t, J=4.6H 2 ), 3.19-3.24 (4H. 
5 3.37 (2H. dt. j-3.0. 11.3Hz). 3.57 (2H. s) . 3.87-3.91 

(4H, m), 4.01-4.11 (2H. m) , 4.36 (2H, t, J=4.6Hz). 6.98 (2H 
d. J=9.0Hz). 7.05 (1H. d, J=8.4Hz). 7.27-7.34 (3H, m, . ' 
7.42-7.57 (6H. m). 
IR(KBr) v- 2961, 2847. 1660cm 1 . 
10 Anal, for C 34 H 3 ,N,0« • 0 . 5H,0: 

Calcd. C.72.57; H.7.16; N.7.47. 

Found C.72.79; H.7.08; N.7.35. 

Working Example 153 (Production of Compound 153) 

To a solution of 7- ( 4- ( 1-imidazolyl) phenyl) -2 .3- 
15 aihydro-l-benzoxepine-4-carboxylic acid (0.13g) 4 -' N 

me thyl-N-(tetrahydropy r an-4-yl)a m inomethnianIline" Vi " 
(O.llg) and 1-hydroxybenzotriazole (o.07g) in dimethyl- 
formamide (20ml) was added l-ethyl-3- (3-dimethylamino- 
propyl)carbodiimide hydrochloride (0.13g) under ice- 
20 cooling . Under nitrogen atmosphere . the mixture was warmed 
to room temperature. To the mixture were added 4- 
dimethylaminopyridine (catalytic amount) and triethyl- 
amine ( 0 . 2ml ) . and the mixture was stirred over night . The 
solvent was evaporated, and the residue was extracted with 
ethyl acetate . The organic layer was washed with saturated 
sodium chloride solution and dried with anhydrous magnesium 
sulfate, under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/methanol/triethylamine) to give 
crude crystals, which were recrystallized from ethanol- 
hexane to give 7- (4- ( l-imidazolyl)phenyl ) -N- ( 4- ( (N- 

tetra-hydropyran-4-yi- N -methylamino)methyl)phenyl)-2 3- 
dihydro-l-benzoxepine-4-carboxamide (Compound 153) 
(O.llg) as pale yellow crystals. 
35 mp 194-195t:. 

'H-NMRffippm. CDC1,): 1.63-1.80 (4H, m) . 2.21 (3H. s) . 
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2.59-2.70 (1H, m) , 3.10 ( 2H , t, J=4.6Hz) , 3.37 (2H, dt , J=2.6, 
11.8Hz). 3.58 (2H, s), 4.00-4.08 (2H, m) , 4.39 (2H, t , 
J=4.6Hz), 7.11 (1H, d, J=8.2Hz), 7.23-7.24 (1H, m) , 
7.30-7.34 (4H, m) , 7.42-7.46 ( 3H , m) , 7.51 (1H, s), 7.57 
5 (2H, d, J=8.6Hz), 7.65 (2H, d, J=8.6Hz), 7.84 (1H, br) , 7.91 
(1H, s). 

IR(KBr) V: 2949, 2843, 1651cm* 1 . 

Anal, for C3 3 H 3 4N 4 (V0 . 2H 2 0: 

Calcd. C,73.64; H,6.44; N, 10.41. 

10 Found C73.63; H,6.23; N, 10.46. 

Working Example 154 (Production of Compound 154) 

To a solution of 7 - ( 4 -dime thy laminophenyl ) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (O.lg), l-(4- 
aminobenzyl)phosphorinane-l -oxide (0.08g) and 1- 

15 hydroxybenzotriazole (O.OSg) in dimethylf ormamide (7ml) 
was added 1- ethyl- 3- ( 3-dimethylaminopropyl) carbodiimide 
hydrochloride (O.lg) under ice-cooling. Under nitrogen 
atmosphere, the mixture was warmed to room temperature. To 
the mixture were added 4-dimethylaminopyridine (catalytic 

20 amount) and triethylamine (0.15ml), and the mixture was 
stirred over night. The solvent was evaporated, and the 
residue was extracted with ethyl acetate . The organic layer 
was washed with water and saturated sodium chloride solution , 
and dried with anhydrous magnesium sulfate. Under reduced 

25 pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/ 
methanol/ triethylamine) to give crude crystals, which were 
recrystallized from ethanol-hexane to give 7- ( 4 -dime thy 1- 
aminophenyl )-N-(4-((l- oxophosphor inan - 1 -y 1 ) methyl ) - 

30 phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 154) (0.12g) as colorless crystals, 
mp 293-294t"(dec. ) . 

^-NMR ( 6 ppm , CDC10: 1.35-1.55 ( 2H , m) , 1.60-1.75 (6H, m) , 
1.75-2.05 (2H, m), 3.00 (6H, s), 3.09 (2H, t, J=4.7Hz), 3.13 
35 (2H, d, J=13.6Hz). 4.35 (2H, t, J=4.7Hz), 6.80 (2H, d, 
J=8.8Hz), 7.03 (1H, d, J«8.4Hz), 7.21-7.27 (3H, m) , 
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7-41-7.51 (4H. .). 7.60 (2H. d, J=8.2Hz). 8.24 (1H br) 
IR(KBr) v. 2940, 1665cm'. 
Anal, for C ]I H»N I Q ) P: 
Calcd. C, 72.35; H,6.86; N.5.44. 
5 Found C.72.00; H,6.84; N.5.45. 

Working Example 155 (Production of Compound 155) 

To a solution of 7-(4-dimethyl am inophenyl)-N-(4- 

((l-oxopho S phorinan-l-yl) m ethyl) P henyl)-2.3-dihydro-l- 
benzoxepine-4-carboxamide (O.lg, ln ethanol was added 4N 
hydrochloric acid-ethyl acetate (0.2ml) under ice-cooling 
The solvent was evaporated, and the residue was crystallized 
from ethanol and diethylether to give 7- ( 4 -dimethylamino- 
eh^) "N- ( 4- ( ( 1-oxophosphorinan-l-yl 

.3-dihydro-l-benzoxepine-4-carboxaunide hydrochloride 
(Compound 155) (O.lg) as colorless cryslais 
mp 162-16313. 

'H-NM^app^DMSO-dJ: 1.40-1. 50 (2H.m), 1.50-1. 90 (8H m) 
2-99 <2H. br),3.04(6H, s),3.16 (2H, d, J=13 .6Hz). \ 30 

20 H s r' 7 7 ; 0 ' (1H ' J=8 - 8H2) ' 7 - 20 " 7 - 25 (4H ' m >' 7 '35 
20 ( H. s), 7.54 (1H, dd, J=2.2, 8.2. 8.8Hz). 7.63-7.69 (4H. 

7.74 (1H. d. J=2.2Hz), 9.97 (1H, s). 

Anal, for C^N^P-HCl^O: 

Calcd. C. 63.42; H.6.87; N.4.77. 

Found C.63.45; H,6.99; N.4.39. 

Working Example 156 (Production of Compound 156) 

in methanol (loOml, and ethyl acetate (150ml) was 
dxssolved N-(4-(l-(tert-butoxycarbonyl)piperidin-2- 
ylcarbonyl)phenyl,-7-(4-methylphenyi).2,3-dihydro-l- 
benzoxepine-4-carboxamide (l. 0 g), an d to the mixture was 
added hydrochloric acid (17ml, . The mixture was stirred at 
room temperature for 2 hours, concentrated and neutralized 
with sodium hydrogen carbonate solution. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure 
the solvent was evaporated to give crude crystals, which 
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were recrystallized from ethanol-ethyl acetate-hexane to 
give N- (4- (piperidin- 2 -ylcarbonyl) phenyl) -7- (4 -methyl - 
phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 156) (0.6g) as colorless crystals. 
5 mp 195-196^^60. ) - 

l H-NMR( 5 ppm, CDC1 3 ) : 1.26-1. 49 (2H, m) , 1.50-1.70 (2H, m) , 
1.87-1.94 (2H, m) f 2.39 (3H, s), 2.79 ( 1H , t, J=12.0Hz), 
3.08 (2H, t 4 J=4.4Hz), 3.26 (1H, d, J=12.0Hz), 4.26-4.37 
(3H, m), 7.06 (1H, d, J=8.4Hz), 7.24 ( 2H , d, J = 8.4Hz), 7.30 
10 (1H, s) , 7.43-7.53 ( 4H , m) , 7.71 (2H, d, J=8.8Hz) , 7.90-7.9 5 
(3H, m) . 

IR(KBr) V: 2934, 1674cm* 1 . 
Anal, for C3 0 H 3 oN 2 CV0 . 3H z O: 
Calcd. C76.34; H,6.53; N,5.94. 

15 Found C76.35; H,6.44; N,5.88. 

Working Example 157 (Production of Compound 157) 

In dichloromethane (35ml) was dissolved N-(4- 
( piperidin- 2 -ylcarbonyl ) phenyl ) - 7 - ( 4 -me thylphenyl ) - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (0.3g), and to the 

20 solution were added methyl iodide (0.08ml) and diisopropyl- 
ethylamine (0.17ml). The mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added water . The mixture was extracted with 
ethyl acetate. The organic layer was washed with water and 

25 saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/methanol/triethylamine) to give 
crude crystals, which were recrystallized from ethyl 

30 acetate-hexane to give N- ( 4- ( l-methylpiperidin-2- 

ylcarbonyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro- 1 - 
benzoxepine-4-carboxamide (Compound 157) (0.17g) as 
colorless crystals . 
mp 162-163. 

35 'H-NMRC <5 ppm, CDC1 3 ) : 1.27-1.45 (2H, m) , 1.50-1.90 (4H, m) , 
2.04-2.20 (1H, m) r 2.21 (3H, s), 2.39 (3H, s), 3.00-3.05 
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UH. m), 3.08 (2H, t. JM.6H2). 3.48 (1H, d. J=7.6Hz). 4.36 
(2H. t. J=4.6Hz). 7.06 (1H, d, J=8.0Hz). 7.25 (2H d 
J-12.4HZ), 7.43-7.51 (4H, m) . 7.69 (2H. d, J=8.8Hzi, 7.81 
(1H, s), 8.18 (2H, d, J=8.4Hz). 
5 IR(KBr) V : 2940, 1667cm 1 . 
Anal, for C ai H J2 N 2 0>: 
Calcd. C, 77.47; H.6.71; N.5.83. 
Found C77.22; H,6.71; N.5.63. 

Working Example 158 (Production of Compound 158) 

In methanol (40ml) was dissolved N- (4- ( 1 -methyl - 
Piperidln- 2 -ylcarbonyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (O.lg) under ice- 
cooling, and to the mixture was added sodium boron hydride 
dOmg) . The mixture was stirred for 15 minutes, and to the 

15 mixture was added water. Th» n,wt,„<, _ , 

--^ - uuiibcn LLaiea and 

extracted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/methanol/ 
triethylaraine) to give crude crystals, which were 
recrystallized from ethanol-ethyl acetate-hexane to give 
N- ( 4- (hydroxy( l-methylpi P eridin- 2 -yl) methyl) phenyl ) -7- 
( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - 
carboxamide (Compound 158) (0.07g) as colorless crystals 
mp 195-196. 

1 H-NMR( <5ppm, CDC1,): 0.95-1.05 (2H, m) , 1.25-1.40 (2H m) 
2-04-2.30 (4H, m) , 2.39 (3H. s), 2.50 (3H, S ). 2.95-3.0^ 
(1H, m), 3.08 (2H, t, J=4.6Hz), 4.36 (2H. t, J=4.6Hz), 5.16 
(1H, d, J=3.0Hz), 7.06 (1H, d, J=8.4Hz), 7.24 (2H d 
J=8.0Hz), 7.33 (2H. d. J=8.4Hz), 7.43-7.52 (4H, m)', 7 56 
(2H. d, J=8.4Hz), 7.61 (1H, s). 
IR(KBr) 3287, 2938, 1647cm" 1 . 
Anal, for CH^O, • 0 . 6H,0 : 
35 Calcd. C.75.46; H,7.19; N.5.68. 
Found C. 75.36; H,7.33; N.5.76. 
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Working Example 159 (Production of Compound 159) 

Under nitrogen atmosphere, oxalyl chloride (0.31ml) 
was added to a solution of 7- ( 4-methylphenyl ) -2 . 3-dihydro- 
benzoxepine-4-carboxylic acid (0.65g) in tetrahydrof uran 
5 ( 10ml) at room temperature. To the mixture was added a drop 
of DMF , and the mixture was stirred for 1 hour . Under reduced 
pressure, the solvent was evaporated, and the residue was 
dissolved in tetrahydrof uran (15ml) . To the solution were 
added trie thylamine (0.6 5ml) and 2- ( 4 -aminophenyl) pyridine 

10 (J. Chem. Soc. , p. 1511, 1960) (0.44g) at oV , and the mixture 
was stirred at room temperature for 2 hours. The reaction 
mixture was added to vigorously stirred water to stop the 
reaction. The mixture was extracted with ethyl acetate. 
Precipitated crystal was collected by filtration to give 

15 N- [ 4 - ( 2 - pyridyl ) phenyl ] - 7 - ( 4 -me thylphenyl ) - 2 , 3 - dihydro - 
l-benzoxepine-4-carboxamide (Compound 159) (185.9mg) as 
colorless crystals. The mother liquor was concentrated and 
recrystallized from ethyl acetate-tetrahydrof uran to give 
N - [ 4 - ( 2 - pyridyl ) - phenyl ] - 7 - ( 4 - me thy Ipheny 1 ) - 2 , 3 - 

2 0 dihydro- 1-benzoxepine- 4 -carboxamide (Compound 159) 
(0.58g) as pale yellow crystals, 
m.p. 228-229*0 

X H-NMR (200MHz, CDC1 3 ) 6 2 . 39 (3H, s), 3.09 (2H, t, J=4.4 

Hz) , 4.36 (2H, t , J~4 . 4 Hz ) , 7.06 ( 1H, d, J=8 , 2 Hz) , 7 . 16-7 .32 
25 (4H, m), 7.42-7.56 (4H, m) , 7.68-7.82 (5H, m) , 8.02 (2H, 

dd, J=8.8, 2.0 Hz), 8.65-8.73 (1H, dt , J = 4.8, 1 . 4 Hz ) . 

IR (KBr) 3338, 1645, 1593, 1516, 1493, 1466, 1435, 1323, 

1248, 810, 777 cm' 1 

Elemental Analysis for C 2 9H 2 «N 2 0 2 
30 Calcd. C, 80.53 ; H, 5.59 ; N, 6.48 : 

Found. C, 80.46 ; H, 5.62 ; N, 6.46. 

Working Example 160 (Production of Compound 160) 

To a suspension of N- [ 4- ( 2 -pyridyl ) phenyl ] -7- ( 4 - 

methylphenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
35 (400mg) in dichloromethane (10ml) was added 3-chloro- 

perbenzoic acid (70%, 0.25g) at 0*C , and the mixture was 
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stzrred at room temperature for 70 hours. To the mixture 
was added sodium thiosulfate solution, and the mixture was 
stirred for minutes. The mixture was extracted with 
dichloromethane. The organic layer was washed with 
saturated sodium bicarbonate solution and saturated sodium 
chloride solution, and dried with magnesium sulfate. The 
mixture was concentrated, purified with column 
chromatography (ethanol/ethyl acetate=l:i) to give 
crystals, which were dissolved in chloroform. The mixture 
was concentrated, and to the residue was added ethanol. 
Precipitated crystal was collected by filtration to give 
crystals, which were washed with ethanol to give N-[4- 

(l-oxidopyridin-2-yl)phenyl]-7-(4-methylphenyl)-2 3- 
^hydro-l-benzoxepine-4-carboxamide (Compound 160) (60mg) 
as colOiless crystals, 
m.p. 254 t:(dec. ) 

l H-NMR (200MHz. CDCl,) 6 2.40 (3H. s), 3.06 (2H. t J=4 4 
Hz), 4.36 (2H, t, J=4. 4 Hz), 7.00-7.14 (2H. m) . 7.16-7.30 
(4H, m), 7.38-7.51 (5H. m) . 7.67 (2H. d. J=8.6 Hz). 7.78 
(2H, d, J=8.8 Hz), 8.19 (IH. d. J=7.0 Hz), 8.38-8.48 (IH, 
m) . 

IR (KBr) 3334, 3039, 1653, 1487, 1240, 814, 760 cm" 
Elemental Analysis for C„H„N 2 0 3 • 0 . 5H 2 0 
Calcd. C, 76.13 ; H, 5.51 ; N, 6.12 : 
25 Found. C, 75.82 ; H. 5.27 ; N, 6.18. 

Working Example 161 (Production of Compound 161) 

Under nitrogen atmosphere, oxalyl chloride (0.19ml) 
was added to a solution of 7-(4-methylphenyl)-2.3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.40g) in 
30 tetra-hydrofuran (10ml) at room temperature. To the 

mixture was added a drop of DMF, and the mixture was stirred 
for 1 hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetrahydrof uran 
(6ml). To the solution were added triethylamine (0.40ml) 
15 and a solution of 2- ( 4 -aminobenzyl pyridine (0.29g) in 
tetrahydrof uran (5ml) at oTJ . and the mixture was stirred 
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at room temperature for 2 hours. The reaction mixture was 
added to vigorously stirred water to stop the reaction. The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated sodium chloride solution, dried 
5 with magnesium sulfate, concentrated and recrystallized 
from ethyl acetate to give N- [ 4 - ( 2 -pyridylmethyl ) - 
phenyl] -7- ( 4-methylphenyl) -2 , 3-dihydro-l-benzoxepine-4- 
carboxamide (Compound 161) (303mg) as colorless crystals, 
m.p. 189-190°C 

10 *H-NMR (200MHz, CDC1,) 5 2.39 (3H, s), 3.06 (2H, t, J = 4 . 6 
Hz), 4.14 (2H, s), 4.35 ( 2H , t, J=4.6Hz), 7.03-7.16 ( 3H , 
m), 7.18-7.31 (5H, m) , 7.40-7.64 (8H, m) , 8.52-8.58 ( 1H , 
m) . 

IR (KBr) 3338, 1645, 1510, 1493, 1414, 1313, 1252, 1234, 

15 816, 750 cm" 1 

Elemental Analysis for C3oH 26 N 2 0 2 

Calcd. C, 80.69 ; H, 5.87 ; N, 6.27 : 

Found. C, 80.63 ; H, 5.80 ; N, 6.37. 

Working Example 162 (Production of Compound 162) 

20 To a solution of N- [ 4- ( 2 -pyridylmethyl ) phenyl ]- 7- 

( 4-methylphenyl) -2 , 3-dihydro- 1-benzoxepine- 4- 
carboxamide (200mg) in tetrahydrof uran (10ml) was added 
3-chloro-perbenzoic acid (70%, 0.18g) at 0°C , and the 
mixture was stirred at room temperature for 17 hours. To 

25 the reaction mixture was added sodium thio- sulfate solution, 
and the mixture was stirred for a few minutes. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium bicarbonate solution and 
saturated sodium chloride solution, dried with magnesium 

30 sulfate and concentrated to give crystals, which were 

collected by filtration and was recrystallized from ethanol 
to give N-[4- ( 1-oxidopyridin- 2 -ylmethyl) phenyl] -7- (4- 
methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 162) (124mg) as colorless crystals. 

35 m.p. 188-190*0 

l H-NMR (200MHz, CDC1 3 ) 6 2.39 (3H, s), 3.09 (2H, t, J = 4 . 6 



WO 99/32468 



202 



PCT/JP98/05707 



10 



Hz), 4.24 (2H, .). 4.36 (2H, t, J=4.6 Hz), 6.90-7.01 (1H 
m). 7.06 (1H, d, J=8.4 Hz), 7.11-7.16 (2H, m) , 7.22-7 29 
(5H, m), 7.43-7.51 (4H, m) , 7.54-7.76 (3H, m) , 8.24-8.31 
(1H, m). 

IR (KBr) 3319, 1666, 1601, 1517, 1491, 1412, 1319, 1246 
813 cm - 1 

Elemental Analysis for CH^O, • 0.3H 2 O 
Calcd. C, 77.00 ; H, 5.73 ; N, 5.99 : 
Found. C. 76.98 ; H, 5.59 ; N, 6.10. 
Working Example 163 (Production of Compound 163) 

Under nitrogen atmosphere, oxalyl chloride (0 07ml) 
was added to a solution of 7- ( 4 -methylphenyl ) -2 . 3- 
dihydro-l-benzoxepine-4-carboxylic acid (144. 8mg) in 
tetrahydrofuran (10ml) at room temperature . To the mixture 
15 was added a dr^ r%-F nwr ^-u^ - . . 

, CA1C luJ .XLure was stirred for 

1 hour . Under reduced pressure . the solvent was evaporated 
and the residue was dissolved in tetrahydrofuran (10ml). 
To the solution were added triethylamine (0.14ml) and a 
solution of 4-aminobenzyldiethylphosphine oxide (120mg) in 
tetrahydrofuran (5ml) at oV and the mixture was stirred at 
room temperature for 1 hour . The reaction mixture was added 
to vigorously stirred water to stop the reaction. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
magnesium sulfate, concentrated and recrystallized from 
ethanol-tetrahydrofuran to give N- ( 4-diethylphosphoryl- 
methylphenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro- 1 - 
benzoxepine-4-carboxamide (Compound 163) (157mg) as 
colorless crystals. 
30 m.p. 240-24l"C 

'H-NMR (200MHz, CDC1 3 ) S l.l 3 ( 6H , dt , J-16.4, 8.0 Hz) 
1.53-1.72 (4H, m), 2.39 (3H. s), 3.06-3.13 (4H, m) , 4.36 
(2H, t, J=4.8 Hz). 7.06 (1H, d, J=8.4 Hz), 7.22-7.27 (5H. 
m), 7.44-7.52 (4H, m) , 7.58 (2H, d, J=8.4 Hz), 7.98 (1H 
35 s). 

IR (KBr) 3263, 1653, 1599, 1516. 1491. 1410. 1319. 1250. 



20 



25 



3NSDOCIO: <WO_9SK<«aA1Jj» 



WO 99/32468 



203 



PCT/JP98/05707 



1173, 1132, 843, 808 cm' 1 
Elemental Analysis for C 2 ,H 32 NOjP 

Calcd. C, 73.55 ; H, 6.81 ; N, 2.96 ; P, 6.54 : 
Found. C, 73.23 ; H, 6.64 ; N, 3.01 ; P, 6.63. 
5 Working Example 164 (Production of Compound 164) 

Under nitrogen atmosphere, oxalyl chloride (0.2 8ml) 
was added to a solution of 7- ( 4 -methylphenyl ) -2 , 3 - 
dihydro-l-benzoxepine-4-carboxylic acid (0.60g) in 
tetrahydrofuran (10ml) at room temperature. To the mixture 

10 was added a drop of DMF, and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in tetrahydrofuran (10ml). 
To the solution were added trie thylamine (0.60ml) and 
3- ( 4 -aminophenyl) pyridine (J. Chem. Soc, p. 1511, 1960) 

15 (0.40g) at 0*C , and the mixture was stirred at room 

temperature for 2 hours . The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 

20 magnesium sulfate, concentrated and recrystallized from 
ethanol to give N- [ 4 - ( 3 -pyridyl ) phenyl ] - 7 - ( 4 -methyl- 
phenyl ) - 2 , 3 - dihydro - 1 - benz oxepine - 4 - carboxamide 
(Compound 164) (750mg) as yellow crystals, 
m.p. 214-216^ 

25 'H-NMR (200MHz, CDC1 3 ) 8 2.39 (3H, s), 3.07-3.11 (2H, m) , 
4.34-4.39 (2H, m) , 7.06 (1H, d, J=8.2 Hz), 7.18-7.63 (10H, 
m), 7.71-7.90 (4H, m) , 8.57-8.59 (1H, m) , 8.85 (1H, d, J = 1.8 
Hz) . 

IR (KBr ) 3313, 1666, 1524, 1493, 1321, 1244, 808 cm" 1 
30 Elemental Analysis for C 29 H 24 N 2 0 2 • 0 . 2H 2 0 

Calcd. C, 79.87 ; H, 5.64 ; N, 6.42 : 

Found. C, 80.00 ; H, 5.59 ; N, 6.00. 

Working Example 165 (Production of Compound 16 5) 

To a solution of N- [ 4 - ( 3-pyridyl ) phenyl ] - 7 - ( 4- 
35 methylphenyl) -2, 3-dihydro~l-benzoxepine-4-carboxamide 

(400mg) in tetrahydrofuran (50ml) was added 3-chloro- 
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perbenzoic acid (70%. o.34g) at 0<C, and the mixture was 
starred at room temperature for 68 hours. To the reaction 
mixture was added sodium thiosulfate solution, and the 
mixture was stirred for a few minutes and extracted with 
5 dichloromethane. The organic layer was washed with 

saturated sodium bicarbonate solution and saturated sodium 
chloride solution, dried with magnesium sulfate and 

concentrated. The residue was separated and purified with 

column chromatography (ethanol/ethyl acetate-1 , 1) . and 
10 recrystallized from ethanol-chloroform to give N-[4-(l- 

oxidopyridin-3-yl)phenyl]-7-(4-methylphenyl)-2 3- 

dahydro-l-benzoxepine-4-carboxamide (Compound 165) 

(216mg) as pale yellow crystals. 

m.p. 262t: (dec.) 
13 -H-NMH (200*.. CSC1,) 5 2.40 (3H. .,. 3 .10 (2H. t. J=4 .4 

H«). 4 38 (2H. t. J=4.4Hz), 7 . 07 (1 „, d . J= 8 . 4 Hz > , 7 . 23-7 . 36 

88 T H H 42 "V 58 (7H ' m) ' 7 - 76 (2H ' ^ J = 8 ' 8 ^-0Hz). 

IP L 8 - 16 " 8 - 20 (1H ' m) ' 8 - 43 - 8 - 47 < 1H ' ■)• 

IR (KBr ) 3313. 1655, 1599. 1525, 1491. 1244. 1203, 814 cm' 

20 Elemental Analysis for C I ,H l4 N,O J -0.1H l O 
Calcd. C, 77.35 ; H, 5.42 ; N, 6.22 : 
Found. C, 77.13 ; H, 5.28 ; N, 6.21. 
Working Example 166 (Production of Compound 166) 

Under nitrogen atmosphere, cxalyl chloride (0.19ml) 
was added to a solution of 7- ( 4-methylphenyl) -2 3- 
dxhydro-l-benzoxepine-4-carboxylic acid (0.40g) in 
tetra-hydrofuran (10ml) at room temperature. To the 
mixture was added a drop of DMF, and the mixture was stirred 
for 1 hour, under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetrahydrof uran 
10ml). to the solution were added at ot triethylamine 
(0.40ml) and ( 4-aminophenyl) - ( 2 -pyridyl Methanol (0.31g, 
and the mixture was stirred at room temperature for 18 hours .' 
The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
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chloride solution, dried with magnesium sulfate, 
concentrated and recrystallized from ethanol-ethyl acetate 
to give N- [ 4 - [ hydroxy ( 2-pyridyl ) -methyl] phenyl ] - 7- ( 4- 
methylphenyl) -2 , 3-dihydro- l-benzoxepine-4-carboxamide 
5 (Compound 166) (549mg) as pale yellow crystals, 
m.p. 215-217t; 

l H-NMR (200MHz, CDC1 3 ) 5 2.39 (3H, s), 3.06 (2H, t, J = 4.4 
Hz), 4.34 (2H, t, J=4.4 Hz), 5.26-5.38 (1H, m) , 5.70-5.78 
(1H, m), 7.03-7.27 (6H, m) , 7.33-7.79 (10H, m) , 8.57 (1H, 

10 d, J=4.8 Hz) . 

IR (KBr) 3392, 1651, 1537, 1514, 1493, 1319, 1248 cm" 1 
Elemental Analysis for C 30 H 2 6N 2 O 3 * 0 . 2H 2 0 
Calcd. C, 77.30 ; H, 5.71 ; N, 6.01 : 
Found. C, 77.21 ; H, 5.75 ; N, 5.86. 

15 Working Example 167 (Production of Compound 16 7) 

To a solution of N- [ 4 - [hydroxy ( 2-pyridyl ) methyl ] - 
phenyl] - 7- ( 4-methylphenyl) - 2 , 3-dihydro-l-benzoxepine-4- 
carboxamide (351. 3mg) in tetrahydrof uran (20ml) was added 
3-chloroperbenzoic acid (70%, 0.28g) at o'C , and the mixture 

20 was stirred at room temperature for 16 hours. To the 

reaction mixture was added sodium thiosulfate solution, and 
the mixture was stirred for a few minutes. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium bicarbonate solution and saturated 
( 25 sodium chloride solution, dried with magnesium sulfate and 

concentrated. The residue was separated and purified with 
column chromatography (ethanol-diethylether=l : 1 ) , and 
recrystallized from ethanol to give N- [ 4 - [hydroxy ( 1 - 
oxidopyridin- 2 -yl) methyl] phenyl] -7 - ( 4-methylphenyl) - 

30 2 , 3-dihydro-l-benzoxepine-4-carboxamide (Compound 167) 
(184mg) as colorless crystals, 
m.p. 208-210t 

'H-NMR (200MHz, CDC1 3 ) 5 2.40 (3H, s), 3.09 (2H, t, J=4.4 
Hz), 4.37 (2H, t, J=4.5 Hz), 6.07 (1H, d, J=4.5 Hz), 6.41 
35 (1H, d, J-4.6 Hz), 6.93-6.98 (1H, m) , 7.06 (1H, d, J=8.4 
Hz) , 7.20-7.31 (5H, m) , 7.41-7.55 (6H, m) , 7.65 (2H, d, J = 8.8 



BNSOOCID: <WO 9932468A1J_> 



WO 99/32468 



206 



PCT/JP98/0S707 



15 



Hz), 7.73 (1H, br s), 8.24-8.28 (1H. in). 

18 (KBr) 3427, 1645, 1599. 1531, 1514, 1491. 1317, 1263 cm' 
Elemental Analysis for C„H JS N 2 0, • 0 . 1H 2 0 
Calcd. C, 75.01 ; H, 5.50 ; N, 5.83 : 
5 Found. C, 74.96 ; H, 5.36 ; N. 5.73. 

Working Example 168 (Production of Compound 168) 

Under nitrogen atmosphere, oxalyl chloride (0.2ml) was 
added to a solution of 7-(4-methylphenyl)-2,3-dihydro- 
l-benzoxepine-4-carboxylic acid (400mg) in tetra- 
10 hydrofuran (10ml) at room temperature. To the mixture was 
added a drop of DMF. and the mixture was stirred for 1 hour 
Under reduced pressure, the solvent was evaporated, and the 
residue was dissolved in tetrahydrof uran (10ml). To the 
solution were added triethylamine (0.4ml) and 4-amino- 

ben^yldin-rrifxtrl t>*,-,c-»-»k j . , „ . „_ 

. -^--rj-r—^r^L^ wAj.ue ^u.jog; a t 0U, and the 
mixture was stirred at room temperature for 5 hours. The 
reaction mixture was added to vigorously stirred water to 
stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 
concentrated. The residue was separated and purified with 
column chromatography (ethanol/ethyl acetate=l:5) and 
recrystallized from ethanol to give N-(4-dipropyl- 
phosphorylmethylphenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 
l-benzoxepine-4-carboxamide (Compound 168) (456mg) as 
colorless crystals, 
m.p. 219-220 < C 

'H-NMR (200MHz, CDC1,) 8 0.84-0.98 (6H. m) , 1.41-1.63 (8H, 
m). 2.39 (3H, s). 3.02 (2H, d. J=13.2Hz), 3.09 (2H, t, J=4.4 
HZ), 4.35 (2H. t, J=4.4Hz), 7.06 (1H, d, J=8.0Hz), 7.13-7 29 
(5H. m), 7.44-7.48 (3H, m) , 7.53 (1H, d, J=2 . 2 Hz). 7.61 
(2H, d. J=8.0 Hz). 8.64 (1H, s). 

IR (KBr) 3386. 2960, 1653. 1518. 1491, 1319. 1248, 1185 
1128, 849 cm" 1 
35 Elemental Analysis for C^NOjP • 0 . 3H 2 0 

Calcd. C, 73.44 ; H. 7.28 ; N, 2.76 ; P, 6.11 : 
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Found. C, 73.35 ; H, 7.40 ; N, 2.62 ; P, 6.35. 
Working Example 169 (Production of Compound 169) 

Under nitrogen atmosphere, oxalyl chloride (0.17ml) 
was added to a solution of 7- ( 4-methylphenyl) -2 , 3- 
5 dihydro-l-benzoxepine-4-carboxylic acid (350mg) in 

tetrahydrofuran (10ml) at room temperature. To the mixture 
was added a drop of DMF , and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in tetrahydrofuran (10ml). 

10 To the solution were added triethylamine (0.35ml) and 

( 4-aminophenyl) ( 3 -methoxy-pyridin- 2 -yl ) methanol ( 316mg ) 
at OXI , and the mixture was stirred at room temperature for 
16 hours. The reaction mixture was added to vigorously 
stirred water to stop the reaction. The mixture was 

15 extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
separated and purified with column chromatography (ethyl 
acetate), and recrystallized from tetrahydrof uran-hexane 

20 to give N- [ 4 - [hydroxy ( 3 -methoxy-pyridin- 2 -yl ) methyl ] - 

phenyl] -7- ( 4-methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4- 
carboxamide (Compound 169) (509mg) as colorless crystals, 
m.p. 232-233*C 

'H-NMR (200MHz, CDC1 3 ) 6 2.39 (3H, s), 3.05 ( 2H , t, J = 4.8 
25 Hz), 3.77 (3H, s), 4.34 (2H, t, J = 4.8Hz), 5.51 (1H, d, J = 6.8 

Hz) , 5.93 (1H, d, J=6.8 Hz) , 7.05 (1H, d, J=8 . 0 Hz), 7.10-7.26 

(5H, m), 7.34-7.54 (9H, m) , 8.18 (1H, d, J=5.2 Hz). 

IR (KBr ) 3354, 1651, 1518, 1491, 1412, 1311, 1279, 1240, 

1211, 1022, 816 cm' 1 
30 Elemental Analysis for C 3 iH 28 N 2 0« 

Calcd. C, 75.59 ; H, 5.73 ; N, 5.69 : 

Found. C, 75.47 ; H, 5.61 ; N, 5.70. 

Working Example 170 (Production of Compound 170) 

To a solution of N- [ 4- [hydroxy- ( 3-methoxypyridin- 
35 2 -yl)methyl] phenyl] -7- ( 4-methylphenyl) -2 , 3-dihydro-l- 

benzoxepine-4-carboxamide ( 350mg) in tetrahydrofuran 
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(30ml, was added 3-chloroperbenzoic acid (70%. 0 .26g) at 
0-C. and the mixture was stirred at room temperature for 64 
hours . to the mixture was added sodium thiosulf ate . and the 
mixture was stirred for a few minutes and extracted with 
5 ethyl acetate . The organic layer was washed with saturated 
sodium bicarbonate solution and saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purged with column chromatography (ethyl acetate-* 
10 ethanol/ethyl acetates : 4) recrystallized from tetra- 
hydrofuran-hexane to give N- [4- [hydroxy(3-methoxy-l- 

2 3-dxhydro-l-ben 2 oxepine-4-carboxamide (Compound 170) 
(168mg) as colorless crystals. 
15 m.p. 242*0 (dec.) 

'H-NMR (200MHz. CDC1 5 > 6 2.39 (3H, .,. 3.O6 (2H, t, J= 4.4 
* . 3.97 (3H, s>, 4.35 (2H. t . J=4 . 4 Hz ) , 6.34 (1H. d, Jmll . A 
HZ), 6.97 (1H. d. J=7.8Hz), 7.05 (1H. d, J=8 . 2 Hz , . 7 . 14-7 . 27 

l (8H ' 7 ' 61 UH ' brS) ' 7 ' 84 <». 

J=6.6 Hz), 7.87 (1H. d, J=u.2 Hz). 
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u.^L 3 " 3 ' 3294, 2953 - ""■ 1601 - 1516 ' 

1207, 1184. 1088, 1043, 817 cm 1 
Elemental Analysis for C„H 2 .N 2 O s • 0 . 2H,0 
Calcd. C, 72.70 ; H, 5.59 , N, 5.47 • 
25 Found. C, 72.53 ; H, 5.64 ; N, 5.36. 

Working Example 171 (Production of Compound 171) 

Under nitrogen atmosphere, oxalyl chloride (0.12ml) 
was added to a solution of 7-(4-methylphenyl, -2.3- 
^hydro-l-benzoxepine-4-carboxylic acid (250mg) in 
30 tetrahydrofuran(ioml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour . under reduced pressure , the solvent was evaporated 
and the residue was dissolved in tetrahydrofuran (10ml). 
To the solution were added triethylamine (0.25ml) and 
l-(4-a m inobenzyl)- P hosphorane-l-oxide (204. 8mg) at 
and the mixture was stirred at room temperature 18 hours 
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The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate, and the organic layer was washed with saturated 
sodium chloride solution, concentrated and recrystallized 
5 from ethanol to give N- ( 4- ( tetramethylene)phosphoryl- 
methylphenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 
benzoxepine-4-carboxamide (Compound 171) (316mg) as 
colorless crystals . 
m.p. 273-275*C 

10 l H-NMR (200MHz, CDC1 3 ) 6 1.43-1.97 (8H, m) , 2.40 (3H, s), 
3.09 (2H, t, J = 4.4 Hz), 3.20 (2H, d, J = 14.4 Hz), 4.40 (2H, 
t, J = 4.4 Hz), 7.06 (1H, d, J=8 . 4 Hz ) , 7 . 18- 7 . 29 (5H, m) , 
7.44-7 .54 (4H, m) , 7.60 (2H, d, J = 8 . 0 Hz), 8.12-8.23 (1H, 
m) . 

15 IR (KBr) 3223, 2952, 1653, 1518, 1491, 1321, 1254, 1186, 
810 cm" 1 

Elemental Analysis for C 29 H 3 oN0 3 P 

Calcd. C, 73.87 ; H, 6.41 ; N, 2.97 ; P, 6.57 : 
Found. C, 73.79 ; H, 6.33 ; N, 3.00 ; P, 6.59. 

20 Working Example 172 (Production of Compound 172) 

Under nitrogen atmosphere, oxalyl chloride (0.47ml) 
was added to a solution of 7- ( 4-methylphenyl ) - 2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (l.Og) in 
tetrahydrofuran (20ml) at room temperature. To the mixture 

25 was added a drop of DMF, and the mixture was stirred for 
1 hour . Under reduced pressure , the solvent was evaporated, 
and the residue was dissolved in tetrahydrofuran (20ml) at 
0*0. To the solution were added triethylamine (1.0ml) and 
2- ( 4-aminobenzyl) -3-methoxymethoxypyridine (0 . 96g) , and 

30 the mixture was stirred at room temperature for 4 hours. 
The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 

35 concentrated. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane=2 : 1 ) to give 
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N- [ 4- (3 -me thoxyme thoxy-pyridin - 2 -ylmethyl ) phenyl ] - 7 - ( 4 - 

methylphenyl,-2.3-dihydro-l-ben Z oxe P ine-4-carboxamide 
(Compound 172) (1.63g) as orange crystals. 
'H-NMR (200MHz, CDC1 3 ) 6 2.39 (3H. s). 3.03 (2H. t. J=4.4 
5 Hz). 3.37 (3H. s) , 4.18 (2H. s), 4.32 (2H, t. J=4.4 Hz). 
5-17 (2H. s). 7.03 (IH. d. J=8.0 Hz), 7.10 (IH, dd, J=8.4 
4.8 Hz). 7.19-7.51 (12H. m) , 7.62 (IH. brs). 8.20 (IH. dd, 
J=4.8, 1.2 Hz) . 

IR (KBr) 3275, 2945. 1659, 1516. 1444, 1406. 1491. 1313, 
10 1240, 1153, 982. 814 cm 1 

Working Example 173 (Production of Compound 173) 

To a solution of N-[4-(3-methoxymethoxypyridin-2- 
ylmethyl ) phenyl ] - 7 - ( 4 -methylphenyl ) - 2 . 3 - dihydro - 1 - 
benzoxepine-4-carboxamide (300mg) in tetrahydrof uran 
15 (10ml) was added 3-chloropsrbenzcic acid (70%. 0.22g) at 
0-U, and the mixture was stirred at room temperature for 18 
hours . To the mixture was added sodium thiosulf ate , and the 
mixture was stirred for a few minutes. The mixture was 
extracted with ethyl acetate, and the organic layer was 
washed with saturated sodium bicarbonate solution and 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography ( ethanol/ethyl acetate=l: 15-1 : 10) . and 
recrystallized from ethanol to give N-[4-(l-oxido-3- 
methoxymethoxypyridin-2-ylmethyl)phenyl]-7-(4-methyl- 
phenyl)-2,3-dihydro-l-benzoxepine-4-carboxamide 
(Compound 173) (203mg) as colorless crystals, 
m.p. 206-208t; 

'H-NMR (200MHz, CDC1.) 6 2.39 (3H, s). 3.06 (2H. t. J=4.6 
HZ). 3.44 (3H, s). 4.35 (2H, t. J=4.6 Hz). 4.37 (2H, s), 
5.24 (2H, s), 6.96-7.08 (3H. m) , 7.19-7.27 (4H. m) . 7.38-7.52 
(7H, m), 7.62 (IH, br s), 7.99 (IH. dd, J=5.0, 2.2 Hz). 
IR (KBr) 3305. 1653. 1601, 1516. 1491. 1321. 1244, 1053 
35 818 cm" 1 

Elemental Analysis for C 32 H JO N 2 O s ■ 0 . 2H 2 0 
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Calcd. C, 73.04 ; H f 5.82 ; N, 5.32 : 

Found. C, 72.96 ; H, 5.72 ; N, 5.30. 

Working Example 17 4 (Production of Compound 174) 

To a solution of N- [4- (3-methoxymethoxypyridin-2- 
5 ylmethyl ) phenyl ] - 7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro- 1 - 

benzoxepine-4-carboxamide (l.OOg) in ethanol( 20ml ) was 
added concentrated hydrochloric acid (5.0ml), and the 
mixture was stirred at room temperature for 4 days. To the 
mixture was added saturated sodium bicarbonate solution at 

10 oXl, to make the solution pH 6-7, and precipitated crystal 
was collected by filtration to give N-[4-(3- hydroxy - 
pyridin - 2 -ylmethyl ) phenyl ] - 7 - ( 4 -methylphenyl ) - 2 , 3 - 
dihydro - 1 - ben z oxepine - 4 - carboxamide ( Compound 17 4) 
(6 93mg) as pale yellow crystals. 

15 m.p. 285-288 c C 

l H-NMR (200MHz, DMSO-d 6 ) 6 2.34 (3H, s), 2.97 (2H, t, J=4.4 
Hz), 4.00 (2H, s), 4.28 (2H, t, J=4.4 Hz), 7.02-7.32 (8H, 
m), 7.49-7.64 (5H, m) , 7.73 (1H, d, J-2.2 Hz), 7.95 (1H, 
dd, J=4.4, 1.4 Hz), 9.86 (1H, br s). 

20 IR (KBr) 3390, 3028, 1651, 1510, 1408, 1284, 1236, 808 cm" 1 
Elemental Analysis for C 3 oH 26 N 2 03 • 0 . 2H 2 0 
Calcd. C, 77.30 ; H, 5.71 ; N, 6.01 : 
Found. C, 77.20 ; H, 5.63 ; N, 5.89. 
Working Example 175 (Production of Compound 175) 

25 To a suspension of N- [ 4- ( 3-hydroxypyridin-2- 

ylme thy 1 ) phenyl ] - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine-4-carboxamide (400mg) in tetrahydrof uran 
(30ml) was added 3-chloroperbenzoic acid (70%, 0.32g) at 
O'C , and the mixture was stirred at room temperature for 15 

30 hours . To the mixture was added sodium thiosulfate, and the 
mixture was stirred for a few minutes and extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium bicarbonate solution and saturated sodium chloride 
solution, dried with magnesium sulfate, concentrated under 

35 reduced pressure and recrystallized from ethanol to give 
N- [ 4 - ( 1 - oxido - 3 - hydr oxypyr idin - 2 - ylmethyl ) phenyl ] -7- ( 4- 
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methylphenyl ) - 2 . 3 - dihydro - 1 - benzoxepine - 4 - carboxamide 
(Compound 175) (262mg) as pale yellow crystals, 
m.p. 254*0 (dec.) 

'H-NMR (200MHz, DMSO-d 6 ) <5 2.34 (3H, .) . 2.92-3.02 (2H m) 
5 4.14 (2H. ■). 4.23-4.34 (2H. m), 6.87 (1H, d. J-7.4 Hz), 
7-04 (1H, d, J=8.6 Hz). 7.11 (l H , dd, J=8.4, 6.6 Hz). 
7.18-7.36 (5H, m) , 7.48-7.61 (5H, m) , 7.73 (1H, d, J-2.2 
Hz), 7.83 (1H, dd, J=6.4, 1.0 Hz), 9.88 (1H, s) 
IR CKBr) 3180, 3102, 1651, 1601. 1537, 1516,' 1493, 1437 
10 1227, 1036, 816 cm 1 

Elemental Analysis for C„H„N 2 0, • 0 . 2H 2 0 
Calcd. C, 74.73 ; H, 5.52 ; N, 5.81 : 
Found. C, 74.63 ; H, 5.35 ; N. 5.55. 
Working Example 176 (Production of Compound 176) 
15 Under nitrogen atmosphere, oxalyl chloride (0.12ml) 

was added to a solution of 7-(4-methylphenyl)-2,3- 
dihydro-l-benzoxepine-4-carboxylic acid (250mg) in 
tetrahydrofuran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
20 Ihour. Under reduced pressure, the solvent was evaporated. 
The residue was dissolved in tetrahydrofuran (15ml), and 
to the solution were added triethylamine (0.25ml) and 
l-(4-aminobenzyl)phosphorinane-l-oxide (219. Omg) at Ot: . 
The mixture was stirred at room temperature for 4 hours 
added to vigorously stirred water to stop the reaction and 
extracted with chloroform. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate, concentrated and recrystallized from 
ethanol to give N- ( 4 - ( pentamethylene ) phosphorylmethyl- 

phenyl,-7-(4-methylphenyl)-2,3-dihydro-l-benzoxepine-4- 
carboxamide (Compound 176) (253mg) as colorless crystals 
m.p. 283-286t: 

l H-NMR (200MHz. CDC1,) d 1.32-2.09 (10H. m) . 2.39 (3H, s) 
3.04-3.18 (4H, m), 4.36 (2H. t, J=4.6Hz), 7.06 (1H, d, J=8 4 
Hz). 7.19-7.29 (5H. m) . 7.44-7.48 (3H, m) , 7.53 (1H, d, J=2 6 
Hz), 7.59 (2H, d, J=8.4 Hz). 8.09 (1H, br s). 
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IR (KBr ) 3217, 2927, 1655, 1599, 1516, 1493, 1321, 1255, 
1236, 1167, 1134, 847, 810 cm" 1 
Elemental Analysis for C 3 oH 32 N0 3 P 

Calcd. C, 74.21 ; H, 6.64 ; N, 2.88 ; P, 6.38 : 
5 Found. C, 73.96 ; H, 6.53 ; N, 3.11 ; P, 6.56. 
Working Example 177 (Production of Compound 177) 

Under nitrogen atmosphere, oxalyl chloride (0.06ml) 
was added to a solution of 7- ( 4-ethylphenyl) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (120mg) in 

10 tetrahydrofuran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residua was dissolved in tetrahydrofuran (10ml). 
To the solution were added triethylamine (0.12ml) and 

15 4- [N-methyl-N- ( tetrahydro-pyran-4-yl ) aminomethyl ] - 

aniline (99mg) at O'C , and the mixture was stirred at room 
temperature for 3 hours . The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 
was extracted with ethyl acetate. The organic layer was 

20 washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
purified with column chromatography ( ethanol/ethyl 
acetate=l:5) and recrystallized from ethyl acetate to give 
N- [4- [N-methyl-N- ( tetrahydropyran- 4 -yl) aminomethyl ] - 

2 5 phenyl] -7- (4-ethylphenyl) -2 , 3-dihydro- l-benzoxepine-4- 

carboxamide (Compound 177) (99mg) as colorless crystals, 
m.p. 181-182 < C 

l H-NMR (200MHz, CDCl,) 5 1.28 (3H, t, J=7.6 Hz), 1.60-1.82 
(4H, m), 2.21 (3H, s), 2.57-2.61 (1H, m) , 2.69 ( 2H , q, J=7.6 
30 Hz), 3.09 (2H, t, J-4.6 Hz), 3.37 (2H, dt , J=3.3, 11.1 Hz), 
3.58 (2H, s), 3.98-4.09 (2H, m) , 4.37 (2H, t, J=4.6 Hz), 
7.06 (1H, d, J=8.4 Hz), 7.23-7.36 (5H, m) , 7.44-7.58 (7H, 
m) . 

IR (KBr) 3305, 2960, 1647, 1539, 1514, 1491, 1321, 820 cm 1 
35 Elemental Analysis for C J2 H36N 2 0 3 

Calcd. C, 77.39 ; H, 7.31 ; N, 5.64 : 
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Found. C, 77.38 ; H, 7.24 ; N. 5.66. 
Working Example 178 (Production of Compound 178) 

Under nitrogen atmosphere, oxalyl chloride (0.06ml) 
was added to a solution of 7- (4-ethylphenyl) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (120mg) in 
tetrahydrofuran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
lhour. Under reduced pressure, the solvent was evaporated. 
The residue was dissolved in tetrahydrofuran (20ml), and 
to the solution were added triethylamine (0.12ml) and 
l-(4-aminoben 2 yl)phosphorinane-l-oxide (lOOmg) at 0<C and 
the mixture was stirred at room temperature for 5 hours 
The reaction mixture was added to vigorously stirred water 
to stop the reaction, and the mixture was extracted with 

" layer was washed with saturated 

sodium chloride solution, dried with magnesium sulfate and 
concentrated. The residue was purified with column 
chromatography (ethanol/ethyl acetate=l : 5-1 , 4 ) and 
recrystallized from ethanol to give N- ( 4 - ( pentamethylene ) - 
phosphorylmethylphenyl ) - 7 - ( 4-ethylphenyl ) - 2 , 3 - dihydro - 
l-benzoxepine-4-carboxamide (Compound 178) (88mg) as 
colorless crystals, 
m.p. 287-288t 

'H-NMR (200MHz. CDC1,) 6 1.28 (3H, t, J=7.4 Hz), 1 42-2 16 
(10H, m), 2.70 (2H, g, J= 7 .4 Hz). 3.05-3.19 (4H. m) , 4.37 
(2H. t. J=4.6 Hz), 7.06 (1H, d. J=8.4 Hz), 7.21-7.31 (5H, 
m). 7.43-7.62 (6H, m) , 7.84 (1H, br s) 

IR (KBP) 3392, 1655, 1599, 1533, 1516, 1493, 1321, 1255. 
1167, 847, 824 cm" 
30 Elemental Analysis for CH^NO^P 

Calcd. C, 74.53 j H, 6.86 ; N, 2.80 ; P, 6.20 • 
Found. C. 74.23 , H, 6.78 ; N. 2.89 ; P, 6 .07. 
Working Example 179 (Production of Compound 179) 

Under nitrogen atmosphere, oxalyl chloride (0.06ml) 
was added to a solution of 7- ( 4-tert-butylphenyl) -2 , 3- 
dlhydro-l-benzoxepine-4-carboxylic acid (130mg) in 
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tetrahydrof uran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in tetrahydrof uran (10ml). 
5 To the solution were added triethylamine (0.12ml) and 
4- [N-methyl-N- ( tetrahydro-pyran-4-yl)aminomethyl] - 
aniline (98mg) at 0^2 , and the mixture was stirred at room 
temperature for 3 hours. The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 

10 was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
purified with column chromatography ( ethanol/ethyl 
acetate = l:4) and recrystallized from ethyl acetate to give 

15 N- [ 4- [N-methyl-N- ( tetrahydropyran-4 -yl ) aminomethyl ] - 
phenyl ] - 7 - ( 4 - 1 er t - butylphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine - 4 - carboxamide (Compound 179) (126mg) as 
colorless crystals . 
m.p. 193-194X3 

20 l H-NMR (200MHz, CDCla) <5 1.37 (9H, s), 1.60-1.82 (4H, m) , 
2.21 (3H, s), 2.56-2.75 (1H, m) , 3.09 (2H, t, J=4.6 Hz), 
3.29-3.45 (2H, m) , 3.58 (2H, s), 3.97-4.09 (2H, m) , 4.37 
(2H, t, J=4.6 Hz), 7.06 (1H, d, J=8.0 Hz), 7.23-7.35 (3H, 
m) , 7.41-7.58 (9H, m) . 

25 IR (KBr) 3342, 2949, 1647, 1512, 1406, 1313, 1240, 1136, 
822 cm" 1 

Elemental Analysis for C 3 4H4 0 N 2 O 3 

Calcd. C, 77.83 ; H, 7.68 ; N, 5.34 : 

Found. C, 77.69 ; H, 7.71 ; N, 5.39. 
30 Working Example 180 (Production of Compound 180) 

Under nitrogen atmosphere, oxalyl chloride (0.06ml) 

was added to a solution of 7 - ( 4- tert -butylphenyl ) - 2 , 3- 

dihydro-l-benzoxepine-4-carboxylic acid (130mg) in 

tetrahydrof uran (10ml) at room temperature. To the mixture 
35 was added a drop of DMF, and the mixture was stirred for 

1 hour. Under reduced pressure, the solvent was evaporated. 
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The residue was dissolved in dichlorome thane (lOml). and 
to the solution were added triethylamine (0.12*1) and 
l-(4-aminofaen 2 yl)p hosphorinane . 1 . ox . de (99mg) at ^ _ ^ 

the mixture was stirred at room temperature for 4 hours. 
The reaction mixture was added to vigorously stirred water 
to stop the reaction, and the mixture was extracted with 
dichloromethane. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated. The residue was purified with 
column chromatography (ethanol/ ethyl acetate=l:4) and 
recrystallized from ethanol to give N- ( 4 - ( pentamethylene ) - 
phosphorylmethylphenyl) -7- ( 4-tert-butylphenyl ) -2 3- 
dihydro-l-benzoxepine-4-carboxamide (Compound 180) 
(106mg) as colorless crystals. 
15 m.p. 292-294*C 

•H-NMR (200MHz. CDC1 3 , 8 1.36 (9H. s). 1.39-2.10 (10H. m) 
3-04-3.19 (4H, m). 4.36 (2H. t, J=4.6Hz), 7.06 (IH. d, J=8 2 
Hz). 7.19-7.30 (3H. m, . 7.41-7.63 (8H, m) . 8.24 (IH, brs). 
IR (KBr) 3236. 1664, 1516, 1491. 1311. 1252, 1232. 1163. 
20 1132, 845, 824 cm" 1 

Elemental Analysis for C„H a ,N0 3 P 

Calcd. C, 75.12 ; H, 7.26 ; N, 2.65 ; P 5 87 • 
Found. C, 74.82 ; H, 7.25 ; N, 2.73 ; P. 5.99 
Working Example 181 (Production of Compound 181) 
25 under nitrogen atmosphere, oxalyl chloride (0.06ml) 

was added to a solution of 7-(4-chlorophenyl)-2,3- 
dxhydro-l-benzoxepine-4-carboxylic acid (120mg) in 
tetrahydrofuran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
10 Ihour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in tetrahydrofuran (10ml). 
To the solution were added triethylamine (0.12ml) and 
4 - [ N-methyl-N- ( tetrahydropyran - 4 -yl ) aminomethyl ] aniline 
( 97mg) at ot; , and the mixture was stirred at room temperature 
for 3 hours. The reaction mixture was added to vigorously 
stxrred water to stop the reaction. The mixture was 
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extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
purified with column chromatography (ethanol/ethyl 
5 acetate=l:4) and recrystallized from ethyl acetate- 

diethylether to give N- [ 4- [N-methyl-N- ( tetrahydropyran- 
4 -yl ) aminome thyl ] - phenyl ] - 1 - ( 4 - chlorophenyl ) - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (Compound 181 ) (67mg) 
as colorless crystals. 

10 m.p. 191-192*0 

'H-NMR (200MHz, CDC1 3 ) 5 1.61-1.83 (4H, m) , 2.21 (3H, s), 
2.54-2.74 (1H, m) , 3.09 (2H, t, J = 4.7 Hz), 3.31-3.44 (2H, 
m), 3.58 (2H, s), 3.97-4.09 ( 2H , m) , 4.37 (2H, t, J=4.7Hz), 
7.08 (1H, d, J=8.2 Hz), 7.23-7.58 (12H, m) . 

15 IR (KBr) 3309, 1643, 1520, 1485, 1319, 1246, 816 cm' 1 
Elemental Analysis for C 3 oH 3l N 2 0 3 Cl 

Calcd. C, 71.63 ? H, 6.21 ; N , 5.57 ; CI, 7.05 : 
Found. C, 71.32 ; H, 6.21 ; N, 5.60 ; Cl r 6.81. 
Working Example 182 (Production of Compound 182) 

20 Under nitrogen atmosphere, oxalyl chloride (0.06ml) 

was added to a solution of 7- ( 4 - chlorophenyl ) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (120mg) in 
tetrahydrof uran (10ml) at room temperature. To the mixture 
was added a drop of DMF , and the mixture was stirred for 

25 l.hour. Under reduced pressure , the solvent was evaporated. 
The residue was dissolved in dichloromethane ( 10ml) . To the 
solution were added triethylamine (0.12ml) and l-(4- 
aminobenzyl)phosphorinane-l -oxide (98mg) at 0*C , and the 
mixture was stirred at room temperature for 3 hours. The 

30 reaction mixture was added to vigorously stirred water to 
stop the reaction, and the mixture was extracted with 
dichloro-methane. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated. The residue was purified with 

35 column chromatography (ethanol/ethyl acetate=l:4) and 

recrystallized from ethanol to give N- ( 4 -pentamethylene- 



BNSOOCID: <W0 993246a* 1 J_> 



WO 99/32468 



218 



PCT/JP98/05707 



15 



phosphorylme thylphenyl ) - 7 - ( 4 - chlorophenyl ) - 2 . 3 - dihydro - 
l-benzoxepine-4-carboxamide (Compound 182) (69mg) as 
colorless crystals, 
m.p. 270-272*0 

5 'H-NMR (200MHz, CDC1 3 ) 8 1.31-2.10 (10H. m) . 3.04-3.18 (4H 
■). 4.37 (2H. t. J=4.6Hz), 7.07 (1H, d, J=8.4Hz). 7.19-7.29 
(3H. m). 7.38-7.52 (6H, m), 7.58 (2H, d, J=8.4 Hz), 8.07 
(1H, br s). 

IR (KBr) 3230, 2935, 1655, 1599, 1516, 1483, 1317, 1254 
10 1230, 1157, 824 cm" 1 

Elemental Analysis for C„H„N0 3 C1P • 0.5H 2 O 

Calcd. C, 67.64 ; H, 5.87 ; N, 2.72 ; CI, 6.88 ; P, 6.01 : 
Found. C, 67.55 ; H. 5.81 - N, 2.79 ; CI, 6.67 ; P, 6.11 
Working Example 183 (Production of Compound 183) 

Under nitrogen atmosphere, oxalyl chloride (0.05ml) 
was added to a solution of 7- ( 4-trifluoromethylphenyl) - 
2,3-dihydro-l-benzoxepine-4-carboxylic acid (130mg) in 
tetrahydrof uran ( 10ml ) at room temperature . To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour . Under reduced pressure , the solvent was evaporated . 
and the residue was dissolved in tetrahydrof uran (10ml). 
To the solution were added triethylamine (0.1ml) and 4- 

[N-methyl- N -(tetrahydropyran-4-yl)amino-methyl]aniline 
( 95mg) at 0*C , and the mixture was stirred at room temperature 
25 for 3 hours. The reaction mixture was added to vigorously 
stirred water to stop the reaction. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
purified with column chromatography (ethanol/ethyl 
acetate=l:4) and recrystallized from ethyl acetate- 
hexane to give N-[4- [N-methyl-N- ( tetrahydropyran^- 
yl ) aminome thyl ] phenyl ] - 7 - ( 4 - trif luoromethylphenyl ) - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (Compound 183) (91mg) 
35 as colorless crystals, 
m.p. 205-209*0 
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'H-NMR (200MHz, CDCls) <5 1.69-1.82 (4H, m) , 2.21 (3H, s), 
2.55-2.74 (1H, m) , 3.10 (2H, t , J = 4.7 Hz), 3.31-3.44 (2H, 
m) f 3.58 (2H, s), 3.99-4.11 (2H, m) , 4.39 (2H, t , J=4.7Hz), 
7.11 (1H, d, J=8.4 Hz), 7.25-7.34 (3H, m) , 7.46-7.58 (5H, 
5 m) , 7.62-7.71 (4H, m) . 

IR (KBr) 3315, 2958, 2846, 1643, 1522, 1327, 1165, 1115, 

1072, 835, 822 cm* 1 

Elemental Analysis for C 3 iH 3 iN 2 0 3 F 3 

Calcd. C, 69.39 ; H, 5.82 ; N, 5.22 ; F, 10.62 : 

10 Found. C, 69.21 ; H, 5.79 ; N, 5.24 ; F, 10.60. 
Working Example 184 (Production of Compound 184) 

Under nitrogen atmosphere, oxalyl chloride (0.0 5ml) 
was added to a solution of 7- ( 4- trif luoromethylphenyl ) - 
2 , 3-dihydro-l-benzoxepine-4-carboxylic acid (130mg) in 

15 tetrahydrof uran ( 10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour . Under reduced pressure , the solvent was evaporated, 
and the residue was dissolved in tetrahydrof uran (10ml). 
To the solution were added triethylamine (0.1ml) and 1- 

20 (4-aminobenzyl)phosphorinane-l -oxide (94.5mg) at o'C, and 
the mixture was stirred at room temperature for 3 hours. 
The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 

25 chloride solution, dried with magnesium sulfate and 
concentrated. The residue was purified with column 
chromatography ( ethanol/ethyl acetate=l:4) and 
recrystallized from ethyl acetate-hexane to give N-(4- 
( pentamethylene ) phosphorylmethyl- phenyl ) - 7- ( 4- 

30 trif luoromethylphenyl) -2 , 3 -dihydro-l-benzoxepine-4- 

carboxamide (Compound 184) (lllmg) as colorless crystals, 
m.p. 269*0 (dec. ) 

'H-NMR (200MHz, CDC1 3 ) <5 1.19-2.08 (10H, m) , 3.03-3.16 (4H, 
m), 4.38 (2H, t, J=4.6 Hz ) , 7.10 ( 1H , d, J = 8.4 Hz), 7.15-7.30 
35 (3H, m), 7.48 (1H, dd, J=8.4, 2.2 Hz), 7.52-7.73 (7H, m) , 
8.39-8.46 (1H, m) . 
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IH (KBr) 3221. 2937. 1657, 1533. 1516, 1327, 1257 1167 
1128, 1072, 849, 825 cm' 1 
Elemental Analysis for C^.NO^P • 0 . 2H,0 
Calcd. C, 66.34 ; H, 5.46 ; N, 2.58 : 
5 Found. C, 66.21 ; H, 5.62 ; N, 2.61. 

Working Example 185 (Production of Compound 185) 

Under nitrogen atmosphere, oxalyl chloride (0.08ml) 
was added to a solution of 7-(4-ethoxyphenyl)-2,3- 
dihydro-l-benzoxepine-4-carboxylic acid (154.8mg) in 
10 tetrahydro-furan (10ml) at room temperature. To the 

mixture was added a drop of DMF , and the mixture was stirred 
for 1 hour. Under reduced pressure, the solvent was 
evaporated. The residue was dissolved in tetrahydrof uran 
(20ml) , and to the solution were added triethylamine (0.2ml) 
15 and 4-(N-methvl 

j. f i -T-jr j. t oiiixnume unyj. j - 

aniline (l21mg) at 0°C , and the mixture was stirred at room 
temperature for 3 hours. The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
purified with column chromatography (ethanol/ethyl 
acetate=l:4) and recrystallized from ethanol to give 7- 
( 4 -ethoxyphenyl) -N- [ 4- [N-methyl-N- ( tetrahydropyran-4 - 
yl ) aminomethyl ] phenyl ] -2 , 3 - dihydro- 1 -benzoxepine- 4 - 
carboxamide (Compound 185) (202mg) as colorless crystals 
m.p. 174-176T; 

'H-NMR (200MHz, CDC1 3 ) 6 1.44 (3H. t, J=7.0Hz), 1.62-1.82 
(4H, m), 2.21 (3H, s), 2.55-2.72 (IH. m) . 3.08 (2H, t, J=4.8 
Hz), 3.31-3.44 (2H, m) , 3.57 (2H, s), 3.97-4.10 (2H, m) , 
4.08 (2H, q, J= 7 .0 Hz), 4.36 (2H, t, J= 4 .8 Hz), 6.96 (2H 
d. J=8.8 Hz), 7.05 (IH, d. J=8.4 Hz), 7.24-7.58 (10H, m) ' 
IR (KBr) 3327, 2947, 1645. 1608, 1514, 1495, 1240, 1180 
1051, 822 cm"' 
35 Elemental Analysis for C»K 16 N 2 0, 

Calcd. C. 74.97 ; H , 7.08 ; N. 5.46 : 
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Found. C, 74.88 ; H, 7.27 ; N, 5.50. 

Working Example 186 (Production of Compound 186) 

Under nitrogen atmosphere, oxalyl chloride (0.06ml) 
was added to a solution of 7- ( 4- trif luoromethoxyphenyl ) - 
5 2, 3-dihydro-l-benzoxepine-4-carboxylic acid (150mg) in 
tetrahydrof uran (10ml) at room temperature. To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in tetrahydrof uran (10ml). 

10 To the solution were added triethylamine (0.12ml) and 

4- [N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl] aniline 
(104mg) at 0°C , and the mixture was stirred at room 
temperature for 3 hours . The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 

15 was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
separated and purified with column chromatography 
(ethanol/ethyl acetate=l:4) , and recrystallized from ethyl 

20 acetate-hexane to give N- [4- [N-methyl-N- ( tetrahydro- 
pyran- 4 -yl ) aminomethyl ] phenyl ] -7- ( 4- trif luoromethoxy- 
phenyl ) -2 , 3-dihydro-l-benzoxepine-4 -carboxamide 
(Compound 186) (143mg) as colorless crystals, 
m.p. 187-188^ 

25 X H-NMR (200MHz, CDC1 3 ) 6 1.62-1.82 ( 4H , m) , 2.21 (3H, s), 
2.55-2.74 (1H, m) , 3.10 (2H, t, J=4.7 Hz), 3.29-3.45 (2H, 
m), 3.57 (2H, s), 3.99-4.10 (2H, m) , 4.38 ( 2H , t, J = 4.7Hz), 
7.09 (1H, d, J=8.4 Hz), 7.22-7.35 (3H, m) , 7.40-7.60 (9H, 
m) . 

30 IR (KBr) 3319, 2960, 2845, 1643, 1520, 1493, 1319, 1261, 
1205, 1163, 835, 810 cm' 1 
' Elemental Analysis for C 31 H 31 N 2 0«Fj 

Calcd. C, 67.38 ; H, 5.65 ; N, 5.07 ; F, 10.31 : 
Found. C, 67.39 ; H, 5.38 ; N, 5.07 ; F, 10.18. 
35 Working Example 187 (Production of Compound 187) 

Under nitrogen atmosphere, oxalyl chloride (0.07ml) 



BNSDOCID; <WO 9932468A1J_> 



WO 99/32468 



222 



PCT/JP98/05707 



10 



was added to a solution of ( E ) - 3 - ( 4 -methylphenyl ) cinnamic 
acid (125tng) in tetrahydrof uran (10ml) at room temperature. 
To the mixture was added a drop of DMF, and the mixture was 
stirred for 1 hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetra- 
hydrof uran (10ml). To the solution were added triethyl- 
amine (0.14ml) and ( 4-aminobenzyl)diethylphosphine oxide 
(120mg) in tetrahydrof uran (5ml) at 0°C . and the mixture was 
stirred at room temperature for 1.5 hours. The reaction 
mixture was added to vigorously stirred water to stop the 
reaction. The mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate, concentrated and 
recrystallized from ethanol-ethyl acetate to give (E)- 
15 N- ( 4 - die thylphosphoryimethylphenyl ) - 3 - ( 4 -methylphenyl ) - 
cinnamamide (Compound 187) (125mg) as pale yellow crystals . 
m.p. 197-198^ 

'H-NMR (200MHz. CDC1,X <5 1.13 (6H, dt, J-16.6. 8.0 Hz), 
1.55-1.71 (4H. m), 2.41 (3H, m) , 3.08 (2H, d, J=13.2 Hz) 
20 6.81 (1H, d, J-15.4 HZ), 7.15-7.30 (4H, m) , 7.41-7.62 (7H, 
m), 7.74-7.84 (2H, m) , 8.93-9.02 (1H. m) . 
IR (KBr) 3242, 1678, 1630, 1603. 1541, 1514, 1409, 1344. 
1250, 1165. 1130, 985, 847. 791 cm' 1 
Elemental Analysis for C„H,„N0 2 P • 0 . 3H 2 0 
25 Calcd. C, 74.22 ; H, 7.06 ; N, 3.21 ; P. 7.09 : 
Found. C, 73.96 ; H, 6.77 ; N, 3.34 ; P, 7.01. 
Working Example 188 (Production of Compound 188) 

Under nitrogen atmosphere, oxalyl chloride (0.27ml) 
was added to a solution of (E) -3- ( 4 -methylphenyl) cinnamic 
acid (o.sog) in tetrahydrof uran (10ml) at room temperature. 
To the mixture was added a drop of DMF, and the mixture was 
stirred fori hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetra- 
hydrof uran (10ml). To the solution were added triethyl- 
amine (0.60ml) and 2- ( 4 -aminophenyl) pyridine (0.39g), and 
the mixture was stirred at room temperature for 2 hours. 
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The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate, 
5 concentrated under reduced pressure and recrystallized from 
tetrahydrofuran-hexane (1:1) to give (E)-N-[4-(2- 
pyridyl) -phenyl] -3- ( 4-methylphenyl)cinnamamide (Compound 
188) (561mg) as pale yellow crystals, 
m.p. 220-222T; 

10 l H-NMR (200MHz, CDC1 3 ) <5 2.42 ( 3H , s), 6.63 ( 1H , d, J=15.4 
Hz), 7.18-7.31 (3H, m) , 7.44-7.63 (6H, m) , 7.70-7.83 (5H, 
m) , 7.85 (1H, d, J = 15.4 Hz ) , 8 . 02 ( 2H , d , J=8.8Hz) , 8.66-8.72 
(1H, m) . 

IR ( KBr ) 3286, 1657, 1622, 1597, 1524, 1462, 1333, 1180, 

15 970, 787 cm' 1 

Elemental Analysis for C 2 7H 22 N 2 0 * 0 . 1H 2 0 

Calcd. C, 82.67 ; H, 5.70 ; N, 7.14 : 

Found. C, 82.45 ; H, 5.70 ; N, 7.13. 

Working Example 189 (Production of Compound 189) 

20 To a solution of ( E ) -N- [ 4- ( 2-pyridyl ) phenyl ] - 3 - ( 4 - 

methylphenyl ) cinnamamide (350mg) in tetrahydrof uran (10ml) 
and dichlorome thane (30ml) was added 3-chloro-perbenzoic 
acid (70%, 0.27g) at oX^ , and the mixture was stirred at room 
temperature for 2 days. To the reaction mixture was added 

25 sodium thiosulfate solution, and the mixture was stirred 
for a few minutes and extracted with dichloromethane . The 
organic layer was washed with saturated sodium bicarbonate 
solution and saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated . The residue was purified 

30 with column chromatography (ethanol/ethyl acetate=l:l) 

concentrated to give crystals, which were recrystallized 
from ethanol-chlorof orm to give (E)-N-[4-(l- 
oxidopyridin-2-yl ) phenyl] -3- ( 4 -methylphenyl ) cinnamamide 
(Compound 189) (188mg) as pale yellow crystals. 

35 m.p. 240-241T: 

l H-NMR (200MHz, CDC1 3 ) 6 2.43 ( 3H , s), 6.63 (1H, d, J=15.4 
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HZ), 6.98-7.07 (1H, m) , 7.24-7.35 (4H, m) , 7.37-7.68 (10H 
»>. 7.78 (l Hi d, J=15.4 Hz), 8.33-8.36 (1H, m) . 8.58-8.66 
(1H, m). 

IR (KBr) 3300. 1680. 1630, 1595. 1529. 1475, 1342 1225 
970, 837. 766 cm- 
Elemental Analysis for C^H^O, 
Calcd. C, 79.78 ; H, 5.46 ; N, 6.89 : 
Found. C. 79.71 ; H, 5.39 ; N, 6.93. 
Working Example 190 (Production of Compound 190) 

Under nitrogen atmosphere, oxalyl chloride (0.22ml) 
was added to a solution of ( E ) - 3 - ( 4 -methylphenyl ) cinnamic 
acxd (0.40g) in tetrahydrof uran (10ml) at room temperature 
To the mixture was added a drop of DMF, and the mixture was 
stxrred for 1 hour. Under reduced pressure, the solvent was 
r " i,s res ->-«ue was dissolved in tetrahydrof uran 

(10ml) . to the solution were added triethylamine (0.50ml) 
and 2- ( 4-ami no - 5enzyl)pyr;Ldine (0 . 34g) ±n tetrahydrofuran 
( 5ml ) at Ot: , and the mixture was stirred at room temperature 
for 2 hours. The reaction mixture W as added to vigorously 
stxrred water to stop the reaction. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
wxth saturated sodium chloride solution, dried with 
magnesium sulfate, concentrated and recrystallized from 
ethyl acetate-hexane to give ( E ) -N- [ 4 - ( 2 -pyridylmethyl ) - 

phenyl]-3-(4-methylphenyl)-cinnamamide (Compound 190) 
(490mg) as yellow crystals, 
m.p. 169-17lt 

'H-NMR (200MHz. CDC1,) 6 2.41 (3H, s), 4.14 (2H, s), 6.60 
(1H. d. J-15.4 Hz), 7.10-7.15 (2H, m) . 7.22-7.28 (4H, m) . 
7-42-7.63 (9H, m) , 7.71 (1H, brs). 7.80 (1H, d, J=15.4Hz) 
8.53-8.58 (1H, m). 

IR (KBr) 3238. 1673, 1630, 1601, 1539, 1512, 1348. 1248 
1174, 976, 791, 760 cm 1 
Elemental Analysis for C„H 24 N 2 0 • 0 . lH t O 
35 Calcd. C, 82.77 ; H. 6.00 ; N, 6.89 : 
Found. C, 82.73 ; H, 5.89 ; N. 6.97. 
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Working Example 191 (Production of Compound 191) 

To a solution of (E) -N- [ 4- ( 2 - pyridylmethyl ) phenyl ] - 
3- (4-methylphenyl )cinnamamide (302mg) in tetrahydrof uran 
(10ml) was added 3-chloroperbenzoic acid (70%, 0.27g) at 
5 o'C, and the mixture was stirred at room temperature for 18 
hours . To the reaction mixture was added sodium thiosulf ate 
solution, and the mixture was stirred for a few minutes. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium bicarbonate solution 

10 and saturated sodium chloride solution , dried with magnesium 
sulfate and concentrated. The residue was recrystallized 
fromethanol to give ( E ) -N- [ 4 - ( 1 -oxidopyridin- 2 -ylmethyl ) - 
phenyl] -3- ( 4-methylphenyl ) cinnamamide (Compound 191 ) 
(180mg) as pale yellow crystals. 

15 m.p. 183-185^ 

'H-NMR (200MHz, CDC1 3 ) 6 2.41 (3H, s), 4.24 ( 2H , s), 6.64 
(1H, d, J=15.4 Hz), 6.96-7.01 (1H, m) , 7.12-7.17 (2H, m) , 
7.22-7.30 (4H, m) , 7.40-7.51 (4H, m) , 7.54-7.63 (3H, m) , 
7.66-7.74 (2H, m) , 7.82 (1H, d, J=15.4 Hz), 8.29-8.31 (1H, 

20 m). 

IR ( KBr ) 3255, 1684, 1605, 1541, 1514, 1412, 1346, 1244, 
839, 785 cm* 1 

Elemental Analysis for C 28 H 2 4N 2 02 

Calcd. C, 79.98 ; H, 5.75 ; N, 6.66 : 

25 Found. C, 80.18 ; H, 5.63 ; N, 6.69. 

Working Example 192 (Production of Compound 192) 

Under nitrogen atmosphere, oxalyl chloride (0.27ml) 
was added to a solution of ( E ) -3 -( 4-methylphenyl ) cinnamic 
acid (O.SOg) in tetrahydrof uran (10ml) at room temperature. 

30 To the mixture was added a drop of DMF, and the mixture was 
stirred for 1 hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetrahydrof uran 
(10ml) . To the solution were added triethylamine (0.60ml) 
and 3- ( 4 -aminophenyl) pyridine (0.39g) at oV, , and the 

35 mixture was stirred at room temperature for 18 hours. The 
reaction mixture was added to vigorously stirred water to 
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stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 
concentrated. The residue was purified with column 
chromatography (ethyl acetate) to give yellow crystals 
which were recrystallized from tetra-hydrof uran-ethanol to 
give ( E ) -N - [ 4 - ( 3 -pyr idyl ) phenyl ] - 3 - ( 4 -me thylphenyl ) - 
cinnamamide (Compound 192) (447mg) as pale yellow crystals 
m.p. 213-214T: 

'H-NMR (200MHz, CDC1 3 ) 6 2.15 (3H, s), 6.65 (1H. d, J=15 4 
Hz). 7.26-7.64 (11H, m) . 7.75-7.90 (5H, m) , 8.59 (1H, dd 
J=4.8, 1.8 Hz), 8.85 (1H, d, J=1. 8 Hz). 

IR (KBr) 3344, 1660, 1626, 1525, 1481, 1335, 1171, 978, 795 
cm 1 

15 Elemental Analvsis for- r..R..Mn 

Calcd. C, 83.05 ; H, 5.68 ; N. 7.17 : 

Found. C, 83.01 ; H, 5.82 ; N, 7.23. 

Working Example 193 (Production of Compound 193) 

To a solution of (E)-N-[4- ( 3 -pyr idyl ) phenyl] -3- ( 4- 
methylphenyl) cinnamamide (250mg) in tetrahydrofuran (20ml) 
was added 3-chloroperbenzoic acid (70%, 0.24g) at ot: , and 
the mixture was stirred at room temperature for 18 hours. 
To the reaction mixture was added sodium thiosulfate 
solution, and the mixture was stirred for a few minutes and 
25 extracted with dichloromethane . The organic layer was 
washed with saturated sodium bicarbonate solution and 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated. The residue was recrystallized 
from ethanol-tetrahydrofuran-acetone to give (E)-N-[4- 
( 1 -oxidopyridin- 3 -yl ) phenyl ] - 3 - ( 4 -methylphenyl ) - 
cinnamamide (Compound 193) (208mg) as pale yellow crystals 
H-NMR (200MHz. DMSO-dJ 6 2.38 (3H, S ), 6.95 (1H, d, J=15 7 
H2). 7.31 (2H, d, J=8.1Hz), 7.45-7.57 (2H, m), 7.59-7.94 
(12H, m), 8.19 (1H, d, J=6.5 Hz), 8.58 (1H, s). 
IR (KBr) 3423, 1672, 1597, 1531, 1477, 1340, 1201, 901, 835 
793 cm" 
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Working Example 194 (Production of Compound 194) 

Under nitrogen atmosphere, oxalyl chloride (0.19ml) 
was added to a solution of ( E ) - 3 - ( 4 -methylphenyl ) cinnamic 
acid (340mg) in tetrahydrof uran (10ml) at room temperature. 
5 To the mixture was added a drop of DMF , and the mixture was 
stirred for 1 hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetrahydrof uran 
(10ml). To the solution were added triethylamine (0.4ml) 
and 4-aminobenzyl-dipropylphosphine oxide (0.38g) at 0*C , 

10 and the mixture was stirred at room temperature for 18 hours . 
The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 
acetate. The organic layer was concentrated. The residue 
was recrystallized from ethanol to give (E) -N- ( 4 - dipropyl- 

15 phosphorylmethyl-phenyl) -3- ( 4 -methylphenyl ) cinnamamide 
(Compound 194) (489mg) as colorless crystals, 
m . p . 225- 

'H-NMR (200MHz, DMSO-d 6 ) 6 0 . 87 - 1 . 00 ( 6H , m ) , 1 . 3 7 - 1 . 63 ( 8H , 
m), 2.37 (3H, s), 3.07 (2H, d, J = 15.0Hz), 6.93 (1H, d, J=16.0 
20 Hz), 7.16-7.25 (2H, m) , 7.30 (2H, d, J=8.0 Hz), 7.50-7.71 
(9H, m) , 7.89 (1H, br s) . 

IR ( KBr ) 3232, 1676, 1624, 1605, 1545, 1512, 1338, 1151 cm" 1 
Elemental Analysis for Cz^NOzP 

Calcd. C, 75.79 ; H, 7.46 ; N, 3.05 ; P, 6.74 : 
25 Found. C, 75.60 ; H, 7.68 ; N, 2.99 ; P, 6.83. 

Working Example 195 (Production of Compound 195) 

Under nitrogen atmosphere, oxalyl chloride (0.11ml) 
was added to a solution of (E) -3- ( 4 -methylphenyl ) cinnamic 
acid (200mg) in tetrahydrof uran (10ml) at room temperature. 
30 To the mixture was added a drop of DMF, and the mixture was 
stirred for 1 hour. Under reduced pressure, the solvent was 
evaporated, and the residue was dissolved in tetrahydrof uran 
(10ml). To the solution were added triethylamine (0.25ml) 
and l-(4-aminobenzyl)phosphorane-l-oxide (193mg) at 0*0, 
35 and the mixture was stirred at room temperature for 18 hours . 
The reaction mixture was added to vigorously stirred water 
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to stop the reaction. The mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution and concentrated. The residue was 
recrystallized from ethanol to give (E)-N-(4-(tetra- 
5 methylene ) phosphoryl-methylphenyl ) - 3 - ( 4 -methylphenyl ) - 
cmnamamide (Compound 195) (221mg) as colorless crystals 
m.p. 273-275t: 

'H-NMR (200MHz. CDC1 3 ) <5 1.48-2.04 (8H, m) . 2.41 (3H s) 
3.19 (2H, d. J-13.6 Hz). 6.78 (1H, d. J=l 5 .8 Hz), 7 'l4-' 
7.31 (4H. m). 7.43-7.59 (7H. m, . 7.73-7.76 (1H. m) . 7.79 
UH, d, J=15.8 Hz), 8.75-8.84 (1H, m) 

« (KBr) 3232, 1676, 1628, 1603. 1543. 1512, 1410, 1341. 
1171, 985, 868, 793 cm" 1 
Elemental Analysis for C 27 H 2 .N0 2 P • 0 .3H,O 
15 Calcd. C, 74.56 ; H, 6.62 ; N, 2 .22 - F 7 i2 

Found. C, 74.36 ; H, 6.64 ; N,' 3.H \ p' 7.'o6 ' 
Working Example 196 (Production of Compound 196) 

Under nitrogen atmosphere, oxalyl chloride (0.12ml) 
was added to a solution of (E) -3- ( 4 -methylphenyl )cinnamic 
ac ld (220mg) in tetrahydrof uran (10ml) at room temperature. 
To the mixture was added a drop of DMF, and the mixture was 
stxrred for 1 hour. Under reduced pressure, the solvent was 
evaporated. The residue was dissolved in tetrahydrofuran 
(20ml), and to the solution were added triethylamine 
(0.26ml) and 1- (4-amino-benzyl)phosphorinane-l-oxide 
(226mg, at 0<C . The mixture was stirred at room temperature 
for 20 hours . The reaction mixture was added to vigorously 
starred water to stop the reaction, and the mixture was 
extracted with chloroform. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
recrystallized from ethanol to give (E)-N-(4-(penta- 
methylene) P hosphorylmethylphenyl) -3- ( 4 -methylphenyl) - 
cmnamamide (Compound 196) (271mg) as colorless crystals 
35 m.p. 273-276T: 

'H-NMR (200MHz. CDC1 3 ) 6 1.43-2.08 (10H, m) , 2.41 (3H. s), 
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3.13 (2H. d, J=12.8 Hz), 6.81 (1H, d, J=15.8 Hz), 7.14- 
7.30 (4H, m), 7.41-7.61 (7H, m) , 7.76 (1H, s), 7.80 (1H, 
d, J=15.8 Hz), 8.72-8.87 ( 1H , m) . 

IR (KBr) 3242, 1676, 1628, 1603, 1539, 1514, 1344, 1174, 

5 1155, 1126, 991, 789 cm" 1 

Elemental Analysis for C 28 H 30 NO 2 P ■ 1 . 5H 2 0 
Calcd. C, 71.47 ; H, 7.06 ; N, 2.98 ; P, 6.58 : 
Found. C, 71.53 ; H, 6.99 ; N, 2.87 ; P, 6.76. 
Working Example 197 (Production of Compound 197) 

10 Under nitrogen atmosphere, oxalyl chloride (0.20ml) 

was added to a solution of 6- ( 4-methylphenyl ) -2H-l-benzo- 
pyran-3-carboxylic acid (300mg) in tetrahydrof uran (10ml) 
at room temperature . To the mixture was added a drop of DMF , 
and the mixture was stirred for 1 hour. Under reduced 

15 pressure, the solvent was evaporated, and the residue was 
dissolved in tetrahydrof uran (10ml) . To the solution were 
added triethylamine (0.31ml) and 1- ( 4-aminobenzyl ) - 
piperidine (0.24g) at 0*0 , and the mixture was stirred at 
room temperature for 3 hours. The reaction mixture was 

20 added to vigorously stirred water to stop the reaction. The 
mixture was extracted with ethyl acetate . The organic layer 
was concentrated. The residue was separated and purified 
with column chromatography ( ethanol/ethyl acetate=l:5) to 
give N- [ 4 - ( 1 - piperidinylmethyl ) phenyl ] - 6 - ( 4 -methyl - 

25 phenyl) -2H-l-benzopyran-3-carboxamide (Compound 197) 
(324mg) as yellow crystals, 
m.p. 196-197^ 

l H-NMR (200MHz, CDC1.) 6 1.41-1.71 (6H, m) , 2.34-2.43 (7H, 
m), 3.46 (2H, s), 5.12 (2H, d, J=1.4Hz), 6.95 (1H, d, J=8.0 
30 Hz) , 7.14 (1H, br s) , 7.23-7.29 (3H, m) , 7.31-7.38 (2H, m) , 
7.40-7.46 (6H, m) . 

IR (KBr) 3361, 1643, 1601, 1529, 1485, 1317, 1254, 810 cm 1 
Elemental Analysis for C 29 H 30 N 2 O 2 * 0 . 1H 2 0 
Calcd. C, 79.10 ; H, 6.91 ; N, 6.36 : 
35 Found. C, 78.85 ; H, 6.90 ; N, 6.26. 

Working Example 198 (Production of Compound 198) 
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To a solution of N- [4-(l-pi peridinylm 

in DMF (3ml) was added methyl iodide (0.1ml, at room 
— , and the mixture was sti rre d for 20 ho Z To 

rh ,„ , ? nitration ana recrys tallica from 

chloroform-athano! to gl ve l-M- [ »- (6 -(4- methylphenyl) . 

H- -ben 2 op y ran-3-oarbonn 1 -a ml „„ Ib an 2yll - l -Jthn- 
m.p. 210*0 (dec.) 

'H-NMR (200MHz, CDC1 3 ) 6 1 fi? o ft , 

3 06 .« k . 1-62-2.01 (6H. m) . 2.36 (3H. s). 

2H S) ' 3 - 34 - 3 - 49(2H " 3.-0-3.76 (2H. m),4 

- * ^' J; •°H 4 1 (2H 7 ' brs, ' 6 - 85(1H ' a ' j — - 

14H, a, J-e.2 H2|, 7.37-7.15 da ....... 

7 83-7 91 Itu , . 13H, m). 

'•03 7.91 (3H, m), 9.00 (1H, br s) 

IK CKBr) 3246. 1,.,. „„_ u 
Eiementai Analysis for CH.^o,! • 0 . 2 „, 0 
Calcd. c. 61.69 ; H, 5.76 , N. 4.80 • 
20 FOUnd ' C ' : H. 5.72 , „, 4 .„. 

Working Example 19, (Proauctlon of Compound 199, 

was aaal ei t nltr ° 9e ° at ™ ospte "' — W blonde (o.26.i, 

pin a / 7 °' 6 - (4 -«^-n)-2„-l-benz„- 

25 «roo : ^ ( °- 529) ln *"ra hy arofnra„ ,10ml, 

at roo^eratura. To the mixture was aadea a drop of DHP 

LIT; . "* The resiaue was 

adaed triethylamme ,0.60ml) ana 2- , 4-amlnobentyl, - 

™;rea'?' " Utrahya — " - the mixture 

was stirred at room temperature for 3 hours. The reaction 
-tore was aaaaa to vigorously stirred water o s ha 
raaction The mixture was extracted with eth y l acetate 
The o !a y ar was weshea with setura.aa soaium chxoria. 

solution ariea with magnesium sulfate ana concentrated 
unaer reaucea pressure. The resiaue was separataa ana 
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purified with column chromatography (ethyl acetate/hexane= 
2:1) and concentrated to give crystals, which were 
recrystallized from ethanol-ethyl acetate) to give N- 
[ 4 - ( 2 -pyridylmethyl ) phenyl ] - 6 - ( 4 -methyl - phenyl ) - 2H- 1 - 
5 benzopyran-3-carboxamide (Compound 199) (353.2mg) as 

yellow crystals , which were similarly recrystallized to give 
the second crystals (208mg). 
m.p. 184-187T; 

l H-NMR (200MHz r CDC1 3 ) <5 2.39 (3H, m) , 4.14 ( 2H , s), 5.10 
10 (2H, d, J=1.4 Hz), 6.93 (1H, d, J = 8.4 Hz), 7.09-7.15 (3H, 
m), 7.19-7.32 (5H, m) , 7.37-7.66 (7H, m) , 8.53-8.57 (1H, 
m) . 

IR (KBr) 3296, 1639, 1599, 1531, 1514, 1473, 1325, 1259 cm" 1 
Elemental Analysis for C29H 24 N 2 0 2 

15 Calcd. C, 80.53 ; H, 5.59 ; N, 6.48 : 
Found. C, 80-24 ; H, 5.75 ; N, 6.43. 
Working Example 200 (Production of Compound 200) 

To a solution of N- [ 4- ( 2 -pyridylmethyl ) phenyl ] -6- 
( 4-methylphenyl) - 2H- 1 - benzopyran- 3 -carboxamide (250mg) in 

20 tetrahydrof uran (10ml) was added 3-chloroperbenzoic acid 
(70%, 0.21g) at 0°C , and the mixture was stirred at room 
temperature for 14 hours . To the reaction mixture was added 
sodium thiosulfate solution, and the mixture was stirred 
for a few minutes. The mixture was extracted with ethyl 

25 acetate . The organic layer was washed with saturated sodium 
bicarbonate solution and saturated sodium chloride solution , 
dried with magnesium sulfate and concentrated. The residue 
was separated and purified with column chromatography 
(ethanol/ethyl acetate=l:3) concentrated to give crystals, 

30 which were recrystallized from chloroform- ethanol to give 
N- [4- ( 1-oxidopyridin- 2 -ylmethyl) phenyl] -6- ( 4-methyl- 
phenyl) -2H-l-benzopyran-3-carboxamide (Compound 200 ) 
(191mg) as pale yellow crystals, 
m.p. 261-263^ 

35 'H-NMR (200MHz, CDC1 3 ) 6 2 .40 (3H, s), 4.25 (2H, s), 5.11 
(2H, s), 6.92-7.01 (2H, m) , 7.13-7.67 (14H, m) , 8.29 (1H, 
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t. J=4.2 Hz). 

» (KBr) 3302, 1660, 1605, 1537, 1520, 1250 cm- 
Elemental Analysis for C„H 14 N,0, 
Calcd. C, 77.66 ; H, 5.39 ; N, 6.25 - 
5 Found. C, 77.90 ; H, 5.37 ; N, 6.21.' 

Working Example 201 (Production of Compound 201) 

Under nitrogen atmosphere, oxalyl chloride (0.19ml) 
was added to a solution of 6- (4-methylphenyl) -2H-l-benzo- 
10 ^ r ;;- 3 ; Carb °^ lic ^ (380mg) i„ tetrahydrof uran (10ml) 
at room temperature . To the mixture was added a drop of DMF 
and the mixture was stirred for 1 hour. Under reduced ' 
pre SSUre the solvent was evaporated, and the residue was 

added I M T^ 0 *™* U ° ml) • T ° the S ° 1Uti - — 
added trxethylamine (0.4ml, and 4-aminobenzyldipropyl- 
15 phosphine oxide ( 0 .38g) at ot , and the rt^l J, ffl_ d 
at room temperature for 3 hours. The reaction mixtures 
added to vigorously stirred water to stop the reaction. The 
mxxture was extracted with ethyl acetate . The organic layer 

2 0 ethanolT trated ' ^ ^ "^talli.ed fro. 

ethanol to gi ve N- ( 4-dipropylphosphoryl-methyl-phenyl) - 

6-(4-methylphenyl)-2H-l-ben 20 pyran-3-carboxamide 
(Compound 201, (460mg) as pale yellow crystals 
m.p. 192-194t: 

'H-NMR ,200HH 2 . CDCW 6 0.83-0.97 <8H. „, . 1. 39 -1. 68 (e „ 

b ). ..m ,ih. a. ,. n . 7 . 28 (4H ?>3 

5H ., 7.81 »„. a . ,.8.4 H2) . 9 .„., 24 

1252, 1167, 851 cm 1 
3 Elemental Analysis for C3„H 3 ,N0 3 P 

Calcd. C, 73.90 ; H, 7.03 ; N, 2.87 ; P, 6.35 • 
Found. C. 73.95 ; H, 6.87 ; N, 2.84 ; P 6 41 
Working Example 202 (Production of Compound 202, 

Under nitrogen atmosphere, oxalyl chloride (0.29ml) 
was added to a solution of 6- (4-methylphenyl) -2-methyl- 
2H-l-ben ZO pyran-3-carboxylic acid (400mg) in tetrahydro- 
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furan (10ml) at room temperature. To the mixture was added 
a drop of DMF , and the mixture was stirred for 1 hour. Under 
reduced pressure, the solvent was evaporated, and the 
residue was dissolved in tetrahydro furan (10ml). To the 
5 solution were added triethylamine (0.4ml) and (4-amino- 
phenyl)-(2-pyridyl) methanol (310mg) at o'C. and the mixture 
was stirred at room temperature for 20 hours. The reaction 
mixture was added to vigorously stirred water to stop the 
reaction, was extracted with ethyl acetate. The organic 

10 layer was washed with saturated sodium chloride solution, 
dried with magnesium sulfate and concentrated. Precipitated 
crystal was recrystallized from tetrahydrof uran-hexane to 
give N- [ 4 - [ hydroxy ( 2 -pyr idyl ) methyl ] -phenyl ] - 6 - ( 4 - 
methy lpheny 1 ) - 2 -methyl - 2H - 1 - benzopy ran - 3 - carboxamide 

15 (Compound 202) (470mg) as yellow crystals, 
m.p. 202-205t: 

l H-NMR (200MHz, CDC1 3 ) <5 1.47 (3H, d. J=6.6 Hz), 2.39 ( 3H , 
s), 5.29-5.38 (1H, m) , 5.48 (1H, q, J = 6.6 Hz), 5.74 (1H, 
br s), 6.94 (1H, d, J=8.0 Hz), 7.08-7.26 (5H, m) , 7.33- 
20 7.67 (10H, m), 8.57 (1H, d, J=4 . 6 Hz). 

IR (KBr ) 3255, 1647, 1597, 1518, 1485, 1412, 1317, 1255, 
812, 756 cm" 1 

Elemental Analysis for C^HkNjO, • 0 . 2H 2 0 
Calcd. C, 77.30 ; H, 5.70 ; N, 6.01 : 

25 Found. C, 77.31 ; H, 5.60 ; N, 6.21. 

Working Example 203 (Production of Compound 203) 

To a solution of N- [ 4- [hydroxy ( 2 -pyridyl) methyl] - 
phenyl ] - 6 - ( 4 -methylphenyl ) - 2 -methyl- 2H- 1 -benzopyran- 3 - 
carboxamide (300mg) in tetrahydrof uran (10ml) was added 

30 3-chloroperbenzoic acid (70%, 0.24g) at o'C, and the mixture 
was stirred at room temperature for 24 hours . To the mixture 
was added sodium thiosulfate, and the mixture was stirred 
for a few minutes, was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium bicarbonate 

35 solution and saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
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separate, a„a purlflea „ ith ^ Qhr 
(ethanol/ethyl acetate=l • ;> . + n 

rectvrt-m/, Cetate ~ 1 - 2 ) to gxve crystals, which were 

recrystallized from ethanol-ethyl acetaf* * 

ru - tu i A acetate to oive N-rd- 

5 -thrtptaw, - 2 -»et h yx- 2 „. a . ben20pyran . 3 . c ^ 
(Compound 203, < 129mgl as pale yeUow orystals Xamlde 
m.p. 230-232t: y^caa.s. 

'H-NMR (200MHz, CDC1,) 6 1 49 f 3 H 7 * * 

. „ " A '* 5 ' tJH ' d > J=6.6 Hz), 2 40 flH 

5.50 (1H, q, j= 6 . 6 Ha) fi 2 " 4 ° (3H < 

10 z:r;i:vr-"^ ------ 

l4n ' m '' '-35 (1H, d, J=2.2 Hz) 7 Ar> n , 

<». *. -.Hz,, 7 . 73 (1H .:' s ; 4 r 4 : H ur;- 64 

» (KBr ) 3311. 1664. 1603f 1535 . J,', £ ^ >' 
Elemental Analysis for CH^c, • 0 .3H 2 O " 
15 Calcd. C. 74.46 , H, 5.54 , N . 5.7, . 
Found. C, 74.41 , H, 5.46 ; N, 5.78 
Working Example 204 (Production of Compound 204) 

Under nitrogen atmosphere, oxalyl chloride (0 111. 
was added to a solution of 6- (4-methylphenyl) 2 H b. 
- Pyran-3-carboxyli c acid (230mg) in ^" ^ 

--temperature. To the mixture was added a drop 0 f ^ ^ 

^ eTr Stirrea fOrlh0Ur - Under reduced ' 
Pressure, the solvent was evaporated. The residue was 

dissolved in tetra-hydrof uran (20ml), and to the solution 
were added triethylamine (0 25ml) .„„ , „ solution 
Phosphorane-l-oxide (200mg a t l "'It'^T^' 

st-red at room temperate L'l ZT 
-xtu was added tQ vigorousiy st±rred 

reaction . Precipitated crystal was collected hy filtration 
o give N-(4-tetramethylenephosphorylmethyl- P heny " 

(4-methylphenyl)-2H-l-benzopyran-3 Mrh •! 
204) M 8im „, a , nz °Pyran-3-carboxamide (Compound 

(i81mg) as colorless crystals 
m-p. >300t 

*-"■ »««-.. CDCX,, 5 x.„. 2 . 04 (eH _ 

^•22 (2H. d. J.14.4 HZ), s.u < 2H , „_ „ „ ' »»• 

H 2) .,. 21 - 7 . 29(4 , n) . 7 . 34 . 7 . 50 (5H , mK7 ^;» H ; a .- :: 
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Hz), 8.04-8.07 (1H, m) . 

IR (KBr ) 3236, 1657, 1601. 1535, 1518, 1487. 1323, 1255, 
1180, 810 cm' 1 

Elemental Analysis for C2.Hz.NO3P-O.3H2O 
5 Calcd. C, 72.65 ; H, 6.23 ; N, 3.03 ; P, 6.69 : 
Found. C, 72.30 ; H, 5.90 ; N, 3.00 ; P, 6.98. 
Working Example 205 (Production of Compound 205) 

Under nitrogen atmosphere, oxalyl chloride (0.12ml) 
was added to a solution of 6- ( 4-methylphenyl ) -2H- 1- 
10 benzopyran-3-carboxylic acid (240mg) in tetrahydrof uran 
(10ml) at room temperature. To the mixture was added a drop 
of DMF . and the mixture was stirred for 1 hour . Under reduced 
pressure, the solvent was evaporated. The residue was 
dissolved in tetra-hydrof uran (20ml), and to the solution 
15 were added triethylamine (0.25ml) and 1- ( 4-aminobenzyl) - 
phosphorinane-1 -oxide (221mg) at o'C. and the mixture was 
stirred at room temperature for 3 hours . The reaction mixture 
was added to vigorously stirred water to stop the reaction. 
The mixture was extracted with chloroform. The organic 
layer was washed with saturated sodium chloride solution, 
dried with magnesium sulfate and concentrated under reduced 
pressure. The residue was recrystallized from ethanol to 
give N - ( 4 - ( pentamethylene ) phosphorylmethylpheny 1 ) - 6 - ( 4 - 
methylphenyl ) -2H-l-benzo-pyran-3-carboxamide (Compound 
25 205) (257mg) as yellow crystals, 
m.p. 268"C (dec. ) 

l H-NMR (200MHz, CDC1 3 ) 6 1.39-2.15 (10H, m) , 2.40 ( 3H , s). 
3.14 (2H, d, J=12.8 Hz), 5.12 (2H, s), 6.94 (1H, d. J=8.0 
Hz), 7.18-7.49 (9H, m) , 7.59 (2H, d, J=8 . 4 Hz), 8.54 (1H. 
30 br s) . 

IR (KBr) 3296, 1660, 1533. 1514, 1323, 1255, 1163, 845. 812 



20 



cm* 1 



Elemental Analysis for C 2 ,H, 0 NO,P 

Calcd. C, 73.87 ; H. 6.41 ; N. 2.97 ; P. 6.57 : 
35 Found. C. 74.20 ; H, 6.39 ; N, 2.78 ; P, 6.45. 

Working Example 206 (Production of Compound 206) 
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was JlTj""?" it " , ° Sphe "' «W <="onae < 0.06ml, 
pyran-3-carboxyUc acid <120mg) i„ tetrahydrof uran ( 10 ml, 

Pressure, the solvent was evaporated. The residue was 
dissolved in tetra-hydrof uran ( 20ml , . To the solu " „ 
added triethyla^ne ,0.2ml, ana J^ZZT^" 

hydrop y ra„-4. y x,a mi „„„ath yl) .a„Ui„e (10 J g) a ot and 
the mixture was stirr.fl »» ' 
The reaction? , temperature for 4 hours. 

to stop th, r r, "* Mded t0 Vl9 " OUSly stl ~ed water 
acetut' " a0t "" • T1 « "*"ur. was extracted with athyl 

chloride .7 1 r9a " i0 liyer MShed " ith S » u «ted sodium 
chloride solution, dried with magnesium sulfate and 

concentrated under reduced pressure. The ~ S ,L ... 

separated and purified with column cUr^ tog ~~ Y "~ 

ethanol ethyl acetate-! : 4 ) , and recrystalliL from ethyl 

acetate-herane to give N- [ 4- [N-methyl-N- ( tetrahydro- 

pyran-4-yl aminomethyll-Dhenv, i « , a 
on i w P yl] " 6 "( 4 - m ethylphenvl)-2H- 

m.p. 143-145t: 

i H r ( 3 ( „ 20 T; CDC1,) 6 1 -"- 1 - 84 (4H - ->• »•» <». .). 

» 2 3 S • I w' 74<1H ' B) - 3 - 28 - 3 - 45 ' 2 "—.3. 

rir^^' i64s - i5 - 

30 Elemental Analysis for C M H„N l0j 

Calcd. c. 76.90 ; H, 6.88 ; N. 5.98 • 

Found. C, 76.56 ; H. 6.87 ; N, 6.00 

Working Example 207 (Production of Compound 207, 

>5 was ad U d n e d d e 7 itr ° 9en atm ° Sphere ' ^ chloride (0.06ml) 
py a - ° f 6 - (4 - met ~^)-H-l- b en 2 o- 

Pyran 3-car b oxyl lc acid (120m) in tetrahydrof uran (10ml) 
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at room temperature . To the mixture was added a drop of DMF . 
and the mixture was stirred for 1 hour. Under reduced 
pressure, the solvent was evaporated, and the residue was 
dissolved in tetrahydrof uran (20ml) . To the solution were 
5 added triethylamine (0.13ml) and 4- [N-methyl-N- ( tetra- 
hydrothiopyran- 4 -yl) amino -methyl] aniline (117mg) at o"C , 
and the mixture was stirred at room temperature for 4 hours . 
The reaction mixture was added to vigorously stirred water 
to stop the reaction. The mixture was extracted with ethyl 

10 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography 
(ethanol/ethyl acetate=l:4) , and recrystallized from ethyl 

15 acetate-hexane to give N- [ 4- [N-methyl-N- ( tetrahydrothio- 
pyran - 4 -yl ) aminomethyl ] phenyl ] - 6 - ( 4 -methylpheny 1 ) - 2H - 1 - 
benzopyran-3-carboxamide (Compound 207) (125mg) as pale 
yellow crystals . 
m.p. 169-171^: 

l H-NMR (200MHz, CDC1 3 ) <5 1.63-1.80 (2H, m) , 2.09-2.24 ( 2H , 
m), 2.21 (3H, s), 2.40 (3H, s), 2.42-2.56 ( 1H , m) , 2.64-2.74 
(4H, m), 3.57 (2H, s), 5.12 (2H, d, J-1.0 Hz), 6.94 (1H, 
d, J=8.8 HZ), 7.15 (1H, br s), 7.23-7.36 ( 5H . m) , 7.39- 
7 . 57 (6H. m) . 

IR (KBr ) 3286, 2922, 1649, 1597. 1539, 1336, 1319, 1261, 



20 



25 



808 cm" 1 



C 30 H„N 2 O,S 

Calcd. C. 74.35 : H. 6.65 ; N, 5.78 ; S. 6.62 : 
Found. C, 74.25 ; H. 6.47 ; N, 5.91 ; S, 6.52. 

30 Working Example 208 (Production of Compound 208) 

To a solution of (E) -3- [ 5- ( 4-methylphenyl) thiophen- 
2 -yl] acrylic acid (400mg) in tetrahydrof uran (10ml) was 
added oxalyl chloride (0.22ml) at room temperature. To the 
mixture was added a drop of DMF, and the mixture was stirred 

35 for 1 hour. Under reduced pressure, the solvent was 

evaporated, and the residue was dissolved in tetrahydro- 
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TTJu'° 1 l\ SOlUUOn " e " aMed '"diamine 

(0.46ml) and <-IN-nethyl.N-(t.trahydropyran-«-y 1)mlno 
■MthyllanUli,, (o.40g) at or „„„ ,„ niamino- 

, r _ „ 91 " 0< " and the mixture was stirred 

£ room temperature for hours . The reaction mixture was 

mrxture was extracted with chloroform. The organic layer 
was washed with saturated sodium chloride solution ZZ 
with magnesium sulfate and concentrated under reduced 

10 giT;T„ U 6 r" Ue ~ f-m ethanol to 

give < E >-»-t4-[N-methyl.N-(tetrahydropyran-4-yl)a„,i„o 
methyl ]phenyl) -3- [5- ( 4-methylphenyl) thLphen-2-y^ 
Z 112% <COmPOUnd 208 » <2 "-' - crystai. 

'H-NMR (200MHz, CD 5 OD) 6 1 57.1 95 . „ 

15 2 3fi f 1H 1 , (4H ' m) ' 2 - 32 < 3H - s). 

H. .) 3 ,.-4.0, (a. m). ,.35 (1H . a . 

H«). 7-66 (2H. d. J.8.4 H«). 7.75 (1H. d. 0-15 2Hz) 

30 lemeT," 5 '- ^ ^ ^ »«• ° 

20 Elemental Analysis for C„H„», 0l S • 1.2H.0 

Calcd. c. 69.26 , H. 6.97 ; N. 5.98 ■ 
found. C. 69.28 , H, 6.90 , N. 6.06. 
Working Example 209 (Production of Compound 209) 
25 2 vl,I° V° 1UUOn ° f (E »- 3 -I = -(4-methylphenyl),hiophen- 
I'ZTT: <15 ° m9) in tet ""^™ ,20ml, was 

mrxture was added a drop of DME. and the mixture was stirred 
for 1 hour, under reduced pressure, the solvent was 

30 ZZT m • T d±SSOlVed in '"-ahydrofuran 
„dT ,4 S ° 1UUOn " Cre aMed '""hylamine ,0.2ml, 

and 1 < 4 amrnoben.yl.phoophorinane-i-oxide »50mg) at oC 

etc"?" 7 Stlr " d " r °°" '-"»*■» f " " -™ 
to ston th " ~" ad3ed t0 "irred »«er 

35 a! ! , ^ reaCU ° n - Tha " ,iXtu - — extracted with ethyl 
acetate. The organic layer was washed with saturated sodi™ 
chloride solution, dried with magnesium sulfate and 
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concentrated under reduced pressure. The residue was 
recrystallized from ethanol to give (E) -N- ( 4 -pent a- 
methylenephosphorylmethylphenyl ) -3- [ 5- ( 4-methylphenyl ) - 
thiophen- 2 -yl] acrylic amide (Compound 209) (172mg) as 
5 yellow crystals, 
m.p. 294-297 c C 

'H-NMR (200MHz, CDC1,) <5 1.35-2.13 (10H, m) . 2.29 (3H, s). 
3.06 (2H. d, J=13.0 Hz). 6.36-6.48 (1H, m) , 7.06-7.17 (6H. 
m), 7.38-7.49 (4H, m) , 7.73 (1H. d, J=15.0 Hz). 
10 IR ( KBr ) 3048, 1672, 1606, 1541, 1512, 1348, 1151, 804 cm" 
Elemental Analysis for C„H„N0 2 SP 

Calcd. C, 69.47 ; H, 6.28 ; N, 3.12 ; P, 6.89 : 

Found. C. 69.48 ; H, 6.23 ; N, 3.20 ; P. 7.17. 

Working Example 210 (Production of Compound 210) 
15 To a solution of (E)-3- [5- (4-methylphenyl )furan -2- 

yllacrylic acid (200mg), 4- [N-methyl-N- ( tetrahydropyran- 
4 -yl ) aminomethyl ] aniline (212mg) and triethylamine 
(0.15ml) in DMF (10ml) was added diethyl cyanophosphate 
(0.16ml) at 0t, and the mixture was stirred at room 
20 temperature for 3 hours. To the mixture was added ethyl 
acetate , and the mixture was washed with water and saturated 
sodium chloride solution, dried with magnesium sulfate and 
concentrated. The residue was separated and purified with 
column chromatography ( ethanol/ethyl acetate=l : 50—1 : 25— 
25 1:10) to give ( E ) -N- [ 4 -[ N-methyl-N- ( tetrahydropyran- 4 - 
yl ) aminomethyl ] phenyl ] - 3 - [ 5 - ( 4 -methylphenyl ) f uran - 2 - 
yl] acrylic amide (Compound 210) (87mg) as brown amorphous. 
'H-NMR (200MHz, CDC1,) <5 1.53-1.85 ( 4H , m) , 2.21 (3H, s), 
2.38(3H, s) . 2.54-2.72 (1H. m) , 3.31-3.44 (2H. m) , 3.56 (2H, 
30 s), 3.98-4.11 (2H, m) , 6.52 (1H. d, J=15.4 Hz). 6.67-6.69 
(2H, m). 7.22 (2H. d, J=8.0 Hz), 7.29 (2H, d. J=8.4 Hz), 
7.41 (1H, s), 7.48-7.64 ( 5H , m) . 

Working Example 211 (Production of Compound 211) 

To a solution of (E) -3- [ 5- ( 4-methylphenyl )furan- 
35 2 -yl] acrylic acid (150mg), 1- ( 4-aminobenzyl) - 

phosphorinane-1 -oxide (161mg) and triethylamine (0.11ml) 
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O^Tnd^ W " ^ C ^ h0 ^te (0.12.1, at 

ho U ; s Vo tr " St±rred 3t r ° 0m for 3 

hours. To the nuxture was added ethyl acetate, and the 

The resid -gnesium sulfate and concentrated. 

chroma T S S6Parated PUrifi6d With ool« 

chromatography (ethanol/ethyl ^1,10^,5^.4, to 

give E )-N-(4-(pentan,ethylene,phosphoryl m ethylphenyl)- 

3-t5-(4-methylphenyl)furan-2-yl]acrvli c -mini #0 
10 211) rs-wo u y-LJacryiic amide (Compound 

z±±) (53mg) as brown crystals 

TTuuT'- CDC1,) ' 1 -"- 2 - 09 OH. s, 

» ^r^- m4 - i541 - isi2 - «». 

Working Exsmple 212 (Production o, Compound 212, 
Under nitrogen atmosphere oxalv] «,i , 
» added to . solution or (.,1,^ n he iT' 
'0 "1T.°; WIiCryllC <30 °" 9 ' " -«~rlr an 

p™ th e : was stirrea f ° r 1 h °"- — 

dLsXed in t TT ~ — *■» residue was 

added trlet h f^* 1 ™* »•«> • To the solution were 

5 pyrL " ' " <0 ' 4,nl) ana4 - (N -'""'-n-N- ( tetrah y dro- 

^n-4-yl)ami n omethyl,-anlli„e (298nlg) „ „ r y 

re T1Z :" rrSa " r °° m f " 3 hours. T L 

stop the r T ^ '° Vi9 ° r °" Sly -«« to 

stop t h. reaotl0n . ^ mlxtute ^ ^ 

Chloroform. The organic layer was washed with saturated 

™rerr iution - *~™-~«?^z 

separate a PrSSSl,r '- Th * was 

separated and purified with column chromatography 

hlo°i :T aCetat9l:4K "* ^"alllred from 
ethane! to grve pale yellow crystals, which were 

recrystallized from tetrahydrof uran-hexane to give ,„. 
[4 - (N-methyl-N- ( tetrahydropyran-4-yl)aminomethyl] - 
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phenyl ] - 3 - [ 4 - ( 4 -methy lpheny 1 ) thiophen - 2 -y 1 ] acrylamide 
(Compound 212) (261mg) as pale yellow crystals, 
m.p. 188-190' : C 

l H-NMR (200MHz, CDC1, ) 6 1.45-1.83 (4H, m) . 2.20 (3H, s) . 
5 2.38 (3H. s). 2.55-2.73 (IH. m) . 3.31-3.44 (2H. m) , 3.56 
(2H. s), 3.99-4.10 (2H, m) . 6.38 (IH, d, J-15.2 Hz). 
7.20-7.32 (5H. m) , 7.41-7.58 (6H. m) . 7.89 (IH, d. J-15.2 
Hz) . 

IR ( KBr ) 3329, 2954. 1668, 1608, 1554, 1512, 1412. 1360, 
10 1342. 1254, 1174, 1159, 984, 816 cm 1 
Elemental Analysis for C 27 H, 0 N 2 O 2 Sl . 0H 2 O 
Calcd. C, 69.80 : H, 6.94 ; N, 6.03 : 
Found. C, 69.94 ; H, 6.85 ; N, 5.98. 
Working Example 213 (Production of Compound 213) 
15 Under nitrogen atmosphere, oxalyl chloride (0.08ml) 

was added to a solution of (E ) -3- [ 4- ( 4-methylphenyl) - 
thiophen- 2 -yl] acrylic acid (150mg> in tetrahydrof uran 
( 10ml ) at room temperature . To the mixture was added a drop 
of DMF . and the mixture was stirred for 1 hour . Under reduced 
20 pressure, the solvent was evaporated, and the residue was 
dissolved in tetrahydrof uran (20ml) . To the solution were 
added triethylamine (0.2ml) and 1- ( 4-aminobenzyl) - 
phosphorinane-l-oxide (150mg) at o"C, and the mixture was 
stirred at room temperature for 4 hours . The reaction mixture 
25 was added to vigorously stirred water to stop the reaction. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution, 
dried with magnesium sulfate and concentrated under reduced 
pressure. The residue was recrystallized from ethanol to 
30 give ( E )-N-(4-(penta-methylene)phosphorylmethylphenyl)- 
3- [ 4- (4 -methyl -phenyl) thiophen -2-yl) acrylic amide 
(Compound 213) (138mg) as pale yellow crystals, 
m.p. 279*C (dec. ) 

'H-NMR (200MHz. CDC1,) 6 1.49-2.23 (10H. m) . 2.38 (3H. s), 
35 3.15 (2H. d, J=12.8 Hz), 6.61 (IH. d, J-15.2 Hz), 7.13- 
7.28 (4H. m), 7.38-7.57 ( 6H . m) , 7.86 (IH, d, J=15.2 Hz). 
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9-03-9.20 (1H. m). 

u*r 8 r : 8 ^' 2 " 5 ' i672 - „k. 

Elemental Analysis for C„H 2 .NC,SP • o . 3H 2 0 

5 ' alCd - C ' 68 - 64 ' H ' ^-34 : N, 3.08 ; p. 6 . 81 . 
^und. c. 68.44 ; H, 6.30 , N, 3.06 , p. 6 65 ' 
Working Example 214 (Production of Compound 214, 

Under nitrogen atmosphere, oxalyl chloride (0 1211 
was added to a solution of ? ia «. , n - LOriae (0.12ml) 

at rl T (1 ° ml) " r °° m • *> the ml ure 

was added a drop of DMF, and the mixture was stirred for 

hours. Underreducedpressure, the solvent was evaporated 

15 To the diSSOlV6d ^ tet "^ofuran ( 20m i 

15 To the solutxon were added triethyi-,*... f0 2 ._, . 

4-[N-methyl-N-(tetrahydropyran 4 1,7 7 
(215mo) at nV „ y ar °P7ran- 4 -yl)aminomethyl] aniline 
(215mg, at 0<C, and the mixture was stirred at room 
temperature for 4 hours Tho . 

* nours . The reaction mixture was added tn 

with saturated sodxua, chloride solution, dried ,1th 
^nesiu. sulfate aud oonceutrated. The residue 1 

l^Z ST T" .ethauol/ethn 
acetate.! ,4) aud reorganized fro™ ethanol to give N- 

» '-> N -«W-N-(tetrah y drop y raa.<. yl ,a m i„, n eth y J 

Ph n). - ( ,-„ %lptan ,,, ( , lhraio . (> . cyclohpta . 

b thlophene-o-carboxanlde (Compound „«, ,3^/as 
colorless crystals, 
m.p. 201-203*0 
30 ^ C20 c , x ^ ^ (4Hf ^ 

. ( ' 2 - 36 (3H ' SK 2 - 53 - 2 -^ (1H. ■ 2.79-2 87 

( H, 3.06-3.15 (2H, .) . 3.31-3.44 (2H. 3 57 2H 

•). 3.97-4.08 (2H, m, . 7 . 08 (1H . ., 7 14 7 ' " ^ 

(2H. d . J=8.8 H.) 7 43 (2H d t . ^ ' 7 " 3 ° 

35 m) . (2H ' d ' J=8 '° Hz >' 7.50-7.56 (3H, 

IR (KBr, 3311, 2943 1649 kip nj „„ 

' 1649 ' 1518 - 1408. 1311, 810 cm 1 
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Elemental Analysis for Cj 0 H 5< NjO 2 S 

Calcd. C, 74.04 ; H, 7.04 ; N, 5.76 ; S, 6.59 : 
Found. C. 73.92 ; H. 6.85 ; N, 5.70 ; S. 6.53. 
Working Example 215 (Production of Compound 215) 
5 To a solution of (E)-3-[5-(4 -methylphenyl )pyridin- 

3-yl]acrylic acid (150mg). 4- [N-methyl-N- (tetrahydro- 
pyran- 4 -y 1 ) aminomethyl ] aniline (168mg) and triethylamine 
(0.10ml) in DMF (10ml) was added diethyl cyanophosphate 
(0.12ml) at 0°C, and the mixture was stirred at room 
10 temperature for 3 hours and concentrated under reduced 

pressure. To the residue was added water, the mixture was 
extracted with chloroform. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure. 
15 The residue was separated and purified with column 

chromatography ( ethanol/ ethyl acetate=l:2) to give (E)- 
N- [ 4 - [N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] - 
phenyl 1 - 3 - [ 5 - ( 4 -me thy lpheny 1 ) pyr idin - 3 - y 1 ) acrylic amide 
(Compound 215) (24mg) as yellow solid. 
20 l H-NMR (200MHz, CDC1,) 6 1.66-1.83 (4H. m) , 2.21 ( 3H , s), 
2.43 (3H, s). 2.53-2.74 (1H. m) . 3.30-3.45 (2H, m) . 3.57 
(2H, s), 3.99-4.10 (2H, m) , 6.69 (1H, d, J-15.5 Hz), 
7.24-7.37 (4H, m) . 7.41-7.63 (5H, m) , 7.82 (1H. d, J-15,5 
Hz), 7.95-8.01 (1H. m) . 8.74 (1H, d, J-1.8 Hz). 8.81 (1H. 

25 d, J=2.2 Hz) . 

IR (KBr ) 3242, 3190, 1678, 1606, 1545, 1514, 1348, 976, 816 

cm' 1 

Working Example 216 (Production of Compound 216) 

To a solution of 6- ( 4 -methylphenyl ) -2-methyl- 
30 quinoline-3-carboxylic acid (120mg) and 1-hydroxy- 

benzotriazole (88mg) in DMF (5ml) was added 1 -ethyl- 3- 
( 3 ' -dimethylaminopropyl) carbodiimide hydrochloride 
(125mg) at room temperature, and the mixture was stirred 
for 2 hours. To the mixture was added a solution of 4- 
35 [N-methyl-N- ( tetrahydropyran-4-yl ) aminomethyl ] aniline 

(105mg) and triethylamine (0.2ml) in DMF (5ml). and the 
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mixture was stirred for i* k 

reduced pressure To th " COnce ^rated under 

pressure. To the residue was added water an rf m 
mixture was extracted with chlom-r 6 
was washed with saturated * ^ The 0 ^ ani - ^yer 
5 with m a 9 nesiu m su^te T^' ^ 
pressure The reJa con ^ntrated under reduced 

10 6-(4-methylp henyl) . | " " - yl)aminometl W Phenyl ] - 

(co mPO und y 2 Lr aL r l 4 ^^- 3 - 0 ^^ 

m.p. 157-160t: yell ° W 

"H-NMR (200MHz, CDC1J 6 1. 49 -1 85 4 

2-43 (3H. s). 2.54-2.76 (1H ^ A ' ^ (3H ' S> ' 

»>■ 7.55-7.71 (4H. „,), 7.83^^ ■! ' / * 25 " 7 ' 41 MH ' 
8.21 (ih. S ) 8HZ) ' 8 ' 09 (1H < J=8.8H 2 ). 



8 -21 (1H, s) 

20 



25 



30 



35 



Calcd. c. 76.76 ; „. 6 . 98 , N 

»ere ox , lv , 7" aCld (1 -° 0 f>. »"« to the solution 

mixture wl sur " T <523B1) * «"» ° f »- 
conoentJ ed ZllM UC T te ™" 1 «" 

l-O-^noben.n.pipe^^UB, T S ° 1UtlM1 ^ 
«> at room temperature T J r 9 ' aDatriethyla,nine <6 " 
at room temperature t oT 2 ho "s Z , "* 
»»ter(l00ml) Th=»- * the ^""e was added 

-e or 9 a„: 0 la jr ;: riid"::: 11 r ted - ith ethyi 

so.ut.on. ^ed Wth " ^ \ £ S^T" 
concentrated under reduoed pressure" ^ ^ 
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recrystallized from ethyl acetate -diisopropylether to give 
7 -phenyl-N- [ 3 - ( piperidinomethyl ) phenyl ] - 3 . 4 - dihydro- 
naphthalene- 2 -carboxamide (Compound 217) (1.29g) as pale 
yellow crystals . 
5 mp 152-153t: 

Elemental Analysis for C„H,oN 2 0 • 0 . IHjO 
Calcd: C, 82.08; H, 7.17; N. 6.60. 
Found: C, 81.97; H, 7.27; N, 6.47. 

IR (KBr) cm" 1 : 3373, 2933. 1645, 1543. 1487, 1439, 770. 696 
10 'HNMR (200MHz. CDC1,) 3: 1.35-1.70 (6H, m) . 2.32-2.45 (4H, 
m). 2.65-2.80 (2H, m) , 2.92-3.03 ( 2H , m) . 3.48 (2H. s), 7.08 
(1H. d, J=7.6Hz). 7.25-7.50 (10H, m) . 7.52-7.67 (3H, m) . 
Working Example 218 (Production of Compound 218) 

in DMF (3ml) was dissolved 7 -phenyl-N- [ 3 -( piperidino- 
1 5 methyl ) phenyl ] - 3 , 4 - dihydronaphthalene - 2 - carboxamide 

(200mg), and to the mixture was added methyl iodide (88 
Ul). The mixture was stirred at room temperature for 15 
hours and concentrated under reduced pressure . The residue 
was recrystallized from methanol -ethyl acetate to give 
20 1 -methyl- 1 - [ 3 - ( 7 -phenyl- 3 . 4 - dihydronaphthalene - 2 - 

carboxamido)benzyl]-piperidinium iodide (Compound 218) 
(211mg) as colorless crystals, 
mp 208-209^ 

Elemental Analysis for C 3 oH 33 N 2 OI 
25 Calcd: C. 63.83; H. 5.89; N, 4.96. 
Found: C, 63.58; H, 5.89; N, 4.95. 

IR (KBr) cm" 1 : 3450, 1657. 1520. 1483, 1439, 1250, 1215, 766, 
702 

'HNMR (200MHZ, DMSO-cU) <5 : 1.40-2.00 (6H, m) , 2.55-2.70 (2H, 
30 m), 2.80-3.00 (5H, m) , 3.20-3.40 (4H, m) , 4.57 (2H, s) , 

7.20-7.82 (12H, m) . 8.03 (1H, s), 10.14 (1H. s). 

Working Example 219 (Production of Compound 219) 

To a solution of 2- ( 4-methylphenyl) -6 , 7-dihydro- 

5H-benzocycloheptene-8-carboxylic acid (0.2g) in 
35 dichloromethane (5ml) were added oxalyl chloride (0.19ml) 

and dimethylf ormamide (catalytic amount) under ice-cooling. 
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5 (0 17^* A" ( etrahydr ° Pyran - 4 -^)^non,ethyl, a niline 
^ (0.17g) and triethylamine (n i m i w , ; ne 

under ice-coolinj 7„de r nit '^drof uran UOml, . 

was stirred nitrogen atmosphere, the mixture 

e ZrZ a d'trtr^ 6 "'" 16 n±9ht - ^ ~ 

rattrtr er \ — 

10 washed with w»t» r The ° r 9anic layer was 

and dried Wit IT ^ ^ 
pressure the soT , ' M9 ' ,eSlUm SU " ' U "*" 
crystaTwa re~™ P0Mted -" a --^»--crude 

; f;°;: thylacetate - he — 



colorless crystals, 
mp 161-162*0. 

l H-NMR( d ppm, CDC1,): 1 59.1 77 . 

<2H. ml 3 37 „„ " 2-55-2.75 (3H. m) . 2.86-2.92 

m). 3.37 (2H, dt, J-2.8, 10.9Hz) 1 s 7 , 
4-01-4.07 (2H. «). 7.21-7 33 „ ' < 2H - S) ' 

'■63 (1H. s). ' ' 7 -"l-'-58 (7H. .) , 

IR(KBr) K; 2938, 1651cm'. 
25 Anal, for C„H„N,0,: 

Calcd. C.79.97, H.7.55; N.5.83. 
Found C.79.63; H.7.43; N.5.64 

Wdrtin, Example 220 (Production of Compound 220, 

50 hydrops Hi" 2 ;' 4 - met, ~^-»-<«-«N-tetra- 
ydropyran-4- y l- N . n , ethylai „ lno)i|ie 

dihydro-5H-be„ 2 ocycloheptene-6-carboxamide 0 iL, and 

r d 1 :: 1 ::;; 02 " 1 in — ^ — • « - 

eveporated and to L"""" ° l9ht - » 

"crystallized from ethanol-ethyl acetate ^ • 

"/j. acetate to give N , N- 



MSOOCIO: <WO__993246aA1.L> 



WO 99/32468 



247 



PCT7JP98/05707 



10 



dimethyl-N- ( 4 - ( ( 2 - ( 4 -methylphenyl ) - 6 , 7 - dihydro- 5H- 
benzocyclohepten- 8 -yl ) carbonyl ) aminobenzyl ) -N- ( 4- 
tetrahydropyranyl) ammonium iodide (Compound 220) (0.13g) 
as pale yellow crystals, 
mp 157-158'C. 

l H-NMR( Spprn, DMSO-d«): 1.80-2.20 (6H, m) . 2.35 (3H, s) , 2.64 
(2H, t, J=6.6HZ), 2.80-2.88 (2H, m) , 2.88 ( 6H , s), 3.33-3.40 
(2h! m). 3.50-3.65 (1H. m) . 4.02-4.09 (2H, m) . 4.47 (2H, 
s). 7. 26-7. 37 (4H, m) . 7.50-7.60 (5H. m) . 7.66 (1H. s) . 7.88 
(2H, d, J=8.8Hz). 10.22 (1H, s). 
IR(KBr) V : 1659cm' 1 . 
Anal, for C 33 H„IN 2 CV 0 . 5H 2 0: 
Calcd. C62.76; H.6.38; N,4.44. 
Found C.62.69; H.6.38; N,4.21. 
15 Working Example 221 (Production of Compound 221) 

A solution of 7- ( 4-piperidinophenyl ) -N- ( 4- ( (N- 
tetrahydropyran- 4 -yl-N-methylamino ) methyl ) phenyl ) - 2 . 3- 
dihydro-l-benzoxepine-4-carboxamide (0.2g) and methyl 
iodide (0.025ml) in dimethylf ormamide (5ml) was stirred at 
20 room temperature over night. The solvent was evaporated, 
and to the residue was added ethyl acetate. Precipitated 
crude crystal was filtered, which were recrystallized from 
ethanol-ethyl acetate to give dimethyl (N- ( 7- ( 4- 
piperidinophenyl ) - 2 , 3 -dihydro- 1 -benzoxepin- 4 -carbonyl ) - 
25 4-aminobenzyl)-4-tetrahydropyranylammonium iodide 
(Compound 221) (O.lg) as yellow crystals, 
mp 189-190^:. 

l H-NMR(<5ppm, DMSO-dJ: 1.50-1.70 (6H. m) . 1.75-2.00 (2H. m) . 

2.05-2.25 (2H. m) . 2.88 (6H, s), 2.99 (2H, br) . 3.16-3.19 
30 <4H. m). 3.26-3.33 (2H. m) . 3.50-1.70 (1H. m) , 4.01-4.15 

(2H. m). 4.29 (2H. br) . 4.47 (2H, s), 7.00 (2H. d. J = 8.8Hz), 

7.03 (1H, d. J=8.4HZ), 7.35 (1H. s), 7.50-7.57 (5H, m) . 7.68 

(1H. d, J=2.6Hz), 7.86 (2H. d. J=8.4Hz), 10.19 (1H, s). 

IR(KBr) V: 2936, 1659cm" 1 . 
35 Anal, for C i& H,4lN>(VH 2 0: 

Calcd. C60.76; H,6.51; N.5.90. 
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Found C.60.57; H.6.60; N.5.85. 
Working Example 222 (Production Qf 

l-»enlltZlT L °: ° f 7 - (4 - meth ^^)- 2 ,3- di n ydr o- 

5 noi ::rr; r r? c acid (o - 3g) in ^™ an e 

mixture was stirr** ^ "e-coolxng. and the 

tetrahyarofura^ r. ' ? r<!S " U9 dl " olved in 

10 .„,.»• ° UXtUre " as °ropvi S e added to a 

wai:er - The mxxture was? eyir a nf^ _ ^ , 
The o rg!mlo layer was washed with t aCe " te ' 

chloride solution, ana dried wit "™ 
--.e. under rednoed r^tT^" 

\ «-uyx acetate) to give crude crystal * 
"crystallized from ethyl acetats „ 

/ / • i . . uyi ace tate-hexane to give N-M 

((N-tetrahydrothiopyran-4-vl n 

Phenvll 7 #, yl - N - me thyl)amino-methyl)- 
25 mp 180-18lt:. ^ 33 colorl ^s crystals. 

IR(KBr) V : 2934, 1653cm" 1 . 
Anal, for dH^NAS: 
Calcd. C.74.66; H.6.87; N.5.62. 
Found C, 74.46; H,6.72; m.5.42. 
5 Working Example 223 (Production of Compound 223) 

A solution of N-(4-(( N - te trahydrothiopyran-4-yl- N . 



3NSDOCID: <W0__993246aA1J_> 



WO 99/32468 



249 



PCT/JP98/05707 



methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 . 3 - 
dihydro-l-benzoxepine-4-carboxamide (O.llg) and methyl 
iodide (0.025ml) in dimethylf ormamide (5ml) was stirred at 
room temperature over night. The solvent was evaporated, 
5 and the residue was purified with silica gel column 

(chloroform/methanol) to give dimethyl- (N- ( 7- ( 4-methyl- 
phenyl)-2.3-dihydro-l-benzoxepin-4-carbonyl)-4-amlno- 

benzyD-4-tetrahydrothiopyranylammonium iodide (Compound 
223) (0.09g) as colorless crystals. 
10 mp 185-186 t C(dec. ) • 

l H-NMR( <5 ppm, DMSO-d 6 ): 1.75-2.00 (2H, m) , 2.34 (3H, s). 
2 55-2.75 (4H, m) . 2.75-2.85 (2H. m) , 2.90 (6H, .). 3.00 
(2H br), 3.14-3.25 (1H. m) , 4.31 (2H. br) . 4.47 (2H. s) . 
7 07 (1H. d. J=8.4Hz), 7.27 (2H. d, J = 7.8Hz). 7.36 (1H, s) . 
15 7.50-7.59 (5H. m) . 7.74 (IH. d. J=2.2Hz). 7.86 (2H, d, 
J=8.8Hz). 10.19 (IH, s). 
IR(KBr) V: 2901, 1659cm* 1 . 
Anal, for C„H 3 ,N 2 0 2 SI -H,0: 
Calcd. C. 58.36; H,5.97; N.4.25. 
20 Found C58.62; H,6.04; N,4.29. 

Working Example 224 (Production of Compound 224) 

To a solution of 2- (4-piperidinophenyl) -6 , 7-dihydro- 
5H-benzocycloheptene-8-carboxylic acid (0.45g), 4-(N- 
methyl-N- ( tetrahydropyran- 4-yl ) aminomethyl ) aniline 
25 (0 31g) and i-hydroxybenzotriazole (O.lBg) in dimethyl- 
formamide (20ml) was added l-ethyl-3- ( 3 -dimethylamino- 
propyDcarbodiimide hydro-chloride (0.37g) under xce- 
cooling . Under nitrogen atmosphere . the mixture was warmed 
to room temperature . To the mixture were added 4-dimethyl- 
30 aminopyridine (catalytic amount) and triethylamine 

(0 54ml). and the mixture was stirred over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
35 solution, and dried with anhydrous magnesium sulfate. 

Under reduced pressure, the solvent was evaporated, and the 
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resi due was purified with silica gel 

-thanol/triethylamine, to give crude crystals Vh Z 
recrvstai l i * ^ «ys*aj.s, which were 

rystalUzed from ethyl aoetate-hexane to give 2- (4- 

p™„op„e„ y l,- N - ( 4-( ( „.tetra hyar „ pyra „. 4 9 yl . N " 

TrTZl ^ ' C ~ 2 -' (••««.) aspaleoranse 

mp 170-17lt:. 

J=8.8Hz) 7 20 fin „ T , ' K 7 '°° (2H ' d ' 

i.zu (1H ( d, J=7.6Hz), 7 31 oh -r „ 

7.41-7 Si , , (2H ' d ' J=8-4Hz), 

/.51 (4H, m), 7.56 (2H d T-r au~, 
15 IR(KBr) V : ' J - 8 - 4Hz ^ 7-63 (1H, s ). 

Anal, for C„H 4J N 3 <V0 . 2H 2 0: 
Calcd. C.76.14; H.7.91; N.7.59 
Found C.78.09; H,7.93; N.7.55. 

Working Example 225 (Production of Compound 225) 
- A solution of 2-(4- P i P eridinophenyl)- N -( 4 - ((N . 

dahydro 5H-5enzocycloheptene-8.carboxa.ide (o.Ig an l 

5 evaporate Z T™""* ^ "» ~ 

evaporated, and the residue was purified „ it .v, 

<N 2 (4-plperiamophenyD-e.,.^^.^. ben20cyolo . Y 
heptene- 8 -carbon yl , - 4 -atnlnobeazyl , - 4 - tetrahyaxopvraoyl 
= loliae ( Co™pou„a 22 5) ( „. 15g) as ^ ^ 

"IP 177-178 *C. 

'H-NM^dppn,, D MSO.d t ): 1.50-1.70 (6H. m).l. 80 -l 95(2 H m, 
; C» -0-2.20 <„. .,. 2. 60 -2™: i 

'=> <!• 87 (2H, m). 2.88 (6H, s), 3.14-3 24 < , , 

.» ,2H. ( 2 3 „. 2 :, <6H ;.; , „-; 2 rr 5 
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J=8.8Hz). 7.26 (1H. d, J=8.0Hz), 7.36 ( 1H , s), 7.46-7.62 
(6H, m), 7.87 (2H, d. J=8.8Hz), 10.22 ( 1H , s). 
IR(KBr) V: 2934, 1655cm" 1 . 
Anal, for C 3 7H„IN,0 2 -H 2 0: 
5 CalCd. 0,62.62; H.6.82; N.5.92. 
Found C,62.32; H.6.71; N,5.92. 

Working Example 226 (Production of Compound 226) 

Under nitrogen atmosphere, oxalyl chloride (0.05ml) 
was added to a solution of 7- ( 4-methylthiophenyl) -2 . 3- 
10 dihydro-l-benzoxepine-4-carboxylic acid (80.6mg) in 

tetrahydrof uran ( 10ml) at room temperature . To the mixture 
was added a drop of DMF, and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated. 
The residue was dissolved in tetrahydrof uran ( 20ml ) . To the 
15 solution were added triethylamine (0.1ml) and 4-[N- 
methyl-N- ( tetrahydropyran- 4-yl ) aminomethyl ] aniline 
(62.5mg) at 0*0, and the mixture was stirred at room 
temperature for 3 hours . The reaction mixture was added to 
vigorously stirred water to stop the reaction. The mixture 
20 was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was purified 
with column chromatography (ethanol/ethyl acetate=l:4) and 
recrystallized from ethanol to give N- [ 4- [ N-methyl-N- 
2 5 ( tetrahydropyran- 4 -yl ) aminomethyl ] -phenyl ] - 7 - ( 4 - 
methylthiophenyl ) - 2 , 3 -dihydro- 1 -benzoxepine - 4 - 
carboxamide (Compound 226) (85mg) as colorless crystals, 
m.p. 180-186^ 

'H-NMR (200MHz, CDC1,) <5 1.53-1.81 (4H, m), 2.21 ( 3H , s), 
30 2.52 (3H, s). 2.54-2.73 (1H, m) , 3.08 (2H. t, J=4.6 Hz), 
3.31-3.43 (2H. m) , 3.57 (2H, s), 3.98-4.10 (2H, m) . 4.36 
(2H, t, J=4-6 Hz). 7.06 ( 1H , d, J=8.4 Hz). 7.23-7.36 (4H, 
m) , 7.41-7.63 (8H, m) . 

IR (KBr) 3319. 2947, 1645, 1516. 1485. 1315, 1248, 1140, 

35 1086, 812 cm' 1 

Elemental Analysis for dH^CS • 0 . 2H 2 0 
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Reference Example 49 

(4ml, « tetrahydrofuran (5ml, under ice-cooling, under 

nxtrogen atmosphere, the mixture was stirred 

temperature over night The sol ? r °° m 

™ e solvent was evaporated anrt 
the residue was added water Th« m - * vaporated - and to 

ethyl acetate Th extrac ^ with 

acetateT ^ ^ "^^"d from 

acetate-hexane to give 1- (4- ( 3-bromocinnamoylaminoI- 

^r 2 ( L p T; H CD ^ , 3? 7 - 1 ' 49(2H ' m) - — («. .,. 

7 21-7 3 A H T , (2H ' S) ' 6 ' 54 (1H ' *' *-«.«.). 

7 -69 ^1H^ s ) ' 7-57 (5H, m), 7.67 (1H, d, J=15 . 5Hz ) , 

IR(KBr) u : 3270, 2934, 1663cm 1 . 
Anal, for C 21 H„BrN 2 0 ■ 0.2H 2 O: 
Calcd. C,62.60; H.5.85; N.6.95 
Found C62.67; H.5.79; N.6.93. 
Reference Example 50 

To 3-phenylcinnamic acid (0 24o» w ^ , 
„ h1 . , , wu lu.^g) were added thionvl 

2 the ; ' "* ^^"—^ <°«alytlc aJntf 

aporated. and the residua „ as dissolved in tetrahvd™ 
-ran. The mixture „ as ^ ^ , 
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2 - ( 4 - aminoben zy 1 ) - 1 , 3 . 2 - dioxapho sphor inane - 2 - oxide 
(0.2g) and diisopropylethylamine (0.8ml) in tetrahydro- 
f uran ( 20ml ) . under ice-cooling . Under nitrogen atmosphere . 
the mixture was stirred at room temperature over night . The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate . The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and 
precipitated crude crystal was recrystallized from 
ethanol-hexane to give 2- ( 4- ( 3-phenylcinnamoylamino ) - 
benzyl) -1.3, 2 -dioxaphosphorinane- 2 -oxide (0.32g) as 

colorless crystals, 
mp 204-205^. 

15 l H - NMR ( <5 ppm , CDC1,) : 1.84-1.88 ( 2H , m) , 3.24 (2H, d. 

J = 21.2Hz). 4.07-4.22 (2H, m) , 4.34-4.44 ( 2H . m) , 6.74 (1H. 
d, J=15.8Hz). 7.23 (2H, dd. J=2.6, 8 . 8Hz ) , 7.38-7.63 (10H, 
m), 7.77 (1H, s), 7.81 (1H. d, J-15.8Hz). 8.16 (1H, br) . 
IR(KBr) V: 3059, 1680cm' 1 . 
20 Anal, for C z5 H„N0«P: 

Calcd. C.69.28; H.5.58; N.3.23. 
Found C.68.82; H.5.58; N.3.30. 
Reference Example 51 

To a suspension of 7- (4-methylphenyl) -2 . 3-dihydro- 
25 l-benzoxepine-4-carboxylic acid (0.15g) in dichloro- 
me thane (7ml) were added oxalyl chloride (0.14ml) and 
dimethylformamide (catalytic amount) under ice-cooling, 
and the mixture was stirred at room temperature for 2 hours . 
The solvent was evaporated, and the residue was dissolved 
30 in tetrahydrofuran. The mixture was dropwise added to a 
solution of 2 -(4-aminobenzyl)-l,3.2-dioxaphosphorinane- 
2-oxide (0.13g) and triethylamine (0.23ml) in tetrahydro- 
furan (20ml) . under ice-cooling. Under nitrogen atmosphere, 
the mixture was stirred at room temperature over night . The 
35 solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
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layer was washed with water s „h ^ * 

solution, ana dries „iT h 1 ° S ° ai ™ chl °^ 

™« reduced press Je ' ! ?™ 5 na9neSiUln 
crude crystals 7,1 ^ MS e ^««ed to give 

dioxaphosphorinane-2-oxide fo 2^1 « / 
mp 268-269t:. 9) 35 colorl ess crystals. 

'H-NMR( (5 ppmj CDC1,) : 1.75-1 R1 /,„ 

t».t. 3. 2<(2B IT-^LY 0 . m - s) ' 3 - 09 
4.3,-4.5. ,«..,.,.;, uh d J 8 4H ; 4 7 02 - 4 - 19 (2H - 

IR(KBr) », l 65W . ' 51 ' 

Anal, for C„H„N0,Pi 
15 Calod. C.68.70, H •! it. , 

Found C.68.54; H.5.71; N.2.86. 
Reference Example 52 

A suspension of N- ( 4-chloromethylphenyl ) 7 (A 
methylphenvl 1 - ? ■> * 'yj-pnenyjj -7- ( 4- 

20 (0.1^ b ; ' 1 " ben!oKfiM - i -«^ 

0 . 1 o ■ and "^^-"-""^"oPlPeridin. 
vu.-iygj and potassium carbonate ,n ,a„\ • 
a-ide (loml, was stirred at rol , ^-thylform- 

solvent was evaporated an " °~ ^ 

water. The mlx t„ r6 the resldu « was added 

chloride solution, end dried with 
evaporated to give crude crvstai* k 

from ethyl acetate 7 * 1S ' WhlCh were crystallized 

= i-uyx acetate-hexane to give N-(& riu /, ^ 
30 carbonylpiperidin 4 v n m ( 4 "( (N-(l-t-butoxy- 

^--thylphenyD^^-dihydro-L.en, oxepine-4 
carboxamide (0 .25 g) as colorless crystals 
mp 203-204X:. 7 iS ' 

'H-NMRf 6 ppm, CDC1,): 1.37-1 7n t au i 

*-..3.«,»... w ..,, , :j;^;;^*»; 
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4.36 (2H, t, J=4.6Hz), 7.06 (1H. d. J = 8.4Hz), 7.22-7.33 ( 5H . 
m), 7.43-7.61 (6H, m) . 

IR(KBr) V: 2977, 2933. 1695, 1668cm"'. 
Anal, for CnHoNjO.: 
5 Calcd. C,74.33; H,7.45; N.7.22. 
Found C, 74. 00; H. 7.41; N. 7. 26. 
Reference Example 53 

To a suspension of 7- ( 4-methylphenyl ) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylic acid (0.6g) in dichlorome thane 
10 (25ml) were added oxalyl chloride (0.56ml) and dimethyl - 
formamide (catalytic amount) under ice-cooling, and the 
mixture was stirred at room temperature for 2 hours. The 
solvent was evaporated, and the residue was dissolved in 
tetrahydrofuran. The mixture was dropwise added to a 
15 solution of ( 4-aminophenyl) [ 1- ( tert-butoxycarbonyl ) - 

piperidin-2-yl]methanone (0.72g) and triethylamine (0.9ml) 
in tetrahydrofuran (50ml), under ice-cooling. Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
20 the residue was added water . The mixture was extracted with 
ethyl acetate . The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate . Under reduced pressure , the solvent was 
evaporated to give crude crystals, which were recrystallized 
25 from ethyl acetate-hexane to give N- ( 4- ( 1- ( tert- 
butoxycarbonyl ) piperidin - 2 -y lcarbonyl ) -phenyl ) - 7 - ( 4 - 
methylphenyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 - carboxamide 
(l.lg) as pale yellow crystals, 
mp 223-224 < £. 

30 l H-NMR( <5ppm, CDC1,) : 1.44 (9H, br) , 1.44-1.65 (4H. m) , 

1.70-1.95 (1H, m). 2.00-2.20 (1H, m) , 2.39 (3H, s). 3.08 
(2H. t, J=4.4Hz). 5.60 (1H, br) , 7.06 (1H, d, J = 8.4Hz), 7.25 
(2H, d, J=11.8Hz). 7.44-7.53 (4H, m) , 7.65 (1H. br) , 7.69 
(1H, br), 7.82 (1H, br) , 7.94 (2H. d. J=8.8Hz). 

35 IR(KBr) V: 2942, 1678cm" 1 . 
Anal, for CHj.NjOvO.SHiO: 
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Calcd. C.73.48; H.6.80; N,4.90 
Found C.73.51; H,6.60; N.4.68. 
Reference Example 54 

5 m .,H T ° 3 ° f 3 - bromo ^n Z aldehyde (log, and 

riTrr rbonyi ^ o l 

added toluene (150ml). and the mixture was ref luxed under 

: ~ Ph6re ' ^ 2 h ° UrS • ^ S — -s evaporated 
and the organic layer was washed with *at» r a 

rrrr (io - 79) as c ° i °^ 3 ~ brom °- 

»-«.«.>. 7. 66 :;:;ra„:-:;;"" 12H - ■>■ 7 - s2 »»• «• 

IR(KBr) v : i 734/ 1717cm -i # 
Anal, for C I0 H,BrO 2 : 
Calcd. C.49.82; H,3.76. 
20 Found C.49.90; H,3.90. 
Reference Example 55 

^•/gj, and the mixture was stirr^ = *. 
25 over niaht * stirred at room temperature 

hv* ,f c ^centrated and neutralized with IN 

~ 0r ; C e aCld ' ^ miXtU " ~ ~ — ethyl 
satuLL , ° r9aniC l3yer WaShed With -ter and 

30 evaDnrpi-o^ f« pressure, the solvent was 

evaporated to g lve 3-bromophenylcinnamic acid (9.2g, as 
colorless crystals. i*-*9> as 

^NMR(d ppm , CDClj): 6 . 45 {1H> ^ j=is 8h 

J-7.7HZ), 7.45-7.56 (2H, m, . 7.67-7.75 (2H m) 
IR(KBr) v : 1688cm 1 . ( ' m) " 

35 Anal, for C,H,Br0 2 : 

Calcd. C47.61; H,3.U. 
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Found C.47.57; H,3.10. 
Reference Example 56 

A suspension of methyl 3 -bromocinnamate ( 3 . 8g ) , phenyl 
borate (2.0g), 1M potassium carbonate (20ml) and ethanol 
5 (10ml) in toluene( 100ml) was stirred under argon atmosphere 
at room temperature for 30 minutes . To the reaction mixture 
was added tetrakistriphenyl-phosphinepalladium (0.9g) . and 
the mixture was ref luxed over night and extracted with ethyl 
acetate. The organic layer was washed with water and 
10 saturated sodium chloride solution . and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give colorless crystals 
( 3 . 6g) . 1 . 8g of which was dissolved in a solution of methanol 
15 (100ml) and IN sodium hydroxide (20ml). The mixture was 
stirred at room temperature over night, concentrated, 
neutralized with IN hydrochloric acid and extracted with 
ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
20 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give 3-phenylcinnamic acid ( 1 . 5g) as colorless 
crystals . 

l H-NMR( <5ppm, CDC1,): 6.54 (1H, d, J-16 . 0Hz) , 7 . 39-7 . 67 (8H, 
m), 7.76-7.77 (lH.m), 7.87 ( 1H , d, J=16 . 0Hz ) . 

25 IR(KBr) V 1709cm' 1 . 
Anal, for C„Hi 2 0,: 
Calcd. C,80.34; H.5.39. 
Found C80.62; H,5.40. 
Reference Example 57 

30 To 4-nitrobenzylphosphonic acid (0.5g) were added 

thionyl chloride (5ml) and dimethylf ormamide (catalytic 
amount), and the mixture was ref luxed under nitrogen 
atmosphere for 4 hours. The solvent was evaporated, and to 
the residue was added toluene. The solvent was evaporated. 

35 The residue was dissolved in tetrahydrof uran (15ml), and 
the mixture was cooled to -78t: under nitrogen atmosphere. 
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5 The solvent was ™ «- 

dissolved in ethanol (15ml) To th 1 „ 
palladium on carbon (0 04a)' and " " ***** 10% 
10 was carried out a, catalytic hydrogenation 

carried out at room temperature for i r k 

catalyst was filtered off and the I i ^ 
to give 2 , d K solvent was evaporated 

to give 2-(4-am a nobenzyl)-i, 3 -dimethyl-i 3 2-di a2 » 
phosphorinane-2-oxide fO i„i diaza- 
. HHMB/ , 106 (0 - 3 9^ as colorless crystals 

IR(KBr) V: 3339, 2897, 1615cm". 
Anal . for C u H„N,OP • 0 . 3H 2 0 : 
Calcd. C.55.72; H,8.03; N.16.24 
Found C.55.69; H,7.98; N,16.13. 
Reference Example 58 

To 4-nitroben Iy ipho.pho n ic aola 

rescue „ as ^ «" ana to the 

rescue was W^'t,^^' Th * 

« m „a s oooiea to - 7 st XnterZ (5 " 1K "* 

30 th« m - _ nitrogen atmosphere To 

2 LTr ar ° PUlSe ^ "^nethneneaJle 

- 1 Lrr:" rr^ ,2miK - d 



20 



35 



to roo* temperature a„a sUrr ea at T . * 

The eoivent „a s e'aporatea C 1*"™ °~ 

-thanovt.ethn^ee, to glve coUe^ £ ls . „ hloh 
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were dissolved in ethanol (15ml) . To the mixture was added 
10% palladium on carbon (0.05g), and catalytic hydrogenation 
was carried out at room temperature for 3 hours. The 
catalyst was filtered off, and the solvent was evaporated 
5 to give 2- ( 4-aminobenzyl) -1 , 3-dimethyl-l , 3 , 2-diaza- 
phosphorane-2-oxide (0.3g) as yellow crystals. 
L H-NMR( Sppm, CDC1 3 ): 2.61 (3H, s), 2.63-2.71 (2H, m) , 2.66 
(3H, s), 3.00-3.07 ( 2H , m) , 3.13 (2H, d, J=18.2Hz), 6.63 
(2H, d, J=8.5Hz), 6.97 (2H, dd, J=2 . 4 , 8 . 5Hz ) . 

10 IR(KBr) V: 3341, 2895, 1632cm" 1 . 
Anal, for CuHi.N,OP ' 0 . 5H z O : 
Calcd. C, 53.22; H,7.71; N, 16.93. 
Found C53.23; H,7.53; N, 16.83. 
Reference Example 59 

15 A suspension of 3-bromo-6 , 7 , 8 , 9 - tetrahydro-5H- 

benzocycloheptan-5-one (4.6g; L. A. M. Cornelius and D. W. 
Combs, Synth. Commun. (1994), 24(19), 2777-2788), 4- 
methylphenyl borate (3.8g), 2M potassium carbonate (30ml) 
and ethanol (30ml) in toluene ( 100ml ) was stirred under argon 

20 atmosphere at room temperature for 30 minutes. To the 
reaction mixture was added tetrakistriphenylphosphine- 
palladium (1.5g), and the mixture was refluxed over night 
and extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 

25 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane ) to 
give pale brown oil (5.7g), to which were added sodium 
methoxide (6.2g) and dimethyl carbonate (100ml). The 

30 mixture was refluxed under nitrogen atmosphere for 8 hours 
and poured into IN hydrochloric acid under ice-cooling . The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with water and saturated sodium chloride solution , 
and dried with anhydrous magnesium sulfate . The solvent was 

35 evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give brown oil (5.5g), 
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which was dissolved in dichloromethane (20ml). To the 
mixture was dropwise added sodium boron hydride dissolved 
x» methanol, under ice-cooling. After starting materials 
disappeared, water was added to the reaction mixture, and 
5 the mxxture was concentrated and extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. The solvent was evaporated, and to the 
residue were added IN sodium hydroxide (40ml), methanol 

40ml) and diethylether (looml) . The mixture was heated to 
50T: for 30 minutes and concentrated. To the residue was 
added IN sodium hydroxide, and the mixture was extracted 

ZTrolT- washed with ethyl acetate and acidifi ** '"h 

15 aLta aC±d - m±XtUre WaS 6Xt " cted ^th ethyl 

15 acetate. The oraanin ,. T ,„ ... 

~ ' — wa »^a witn water and 
saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. The solvent was evaporated, and the 
Z i Tt I" diSS ° 1Ved ln D ^^(20ml) . to the mixture was 

20 toToor Til 0110 aC±d (5ml) ' ^ mlXtUre — h -ted 
to loot: for 6 hours and poured into water. The mixture was 

extracted with ethyl acetate . The organic layer was washed 

with H e ? nd S3tUrated S ° diUm Chl ° rlde SOlUtion < «* ^ied 
wxth anhydrous magnesium sulfate. The solvent was 

evaporated to give 2- ( 4-methylphenyl) -6 , 7-dihydro-5H- 

benzocycloheptene-8-carboxylic acid (0.3g) as colorless 
crystals. 

*H-NMR( <5ppm, CDClj ) : 2.07-2.16 (2H. m) , 2.40 (3H, s) , 2., 
2H t J-6.6H.). 2.86-2.91 (2H, m) , 7.21-7.28 (3H, m) . 
7.44-7.56 (4H, m) , 7.91 (1 H , s). 
30 IR(KBr) V : 2930, 1678cm 1 . 
Anal, for d.HnO,: 
Calcd. C.81.99; H,6.52. 
Found C81.64; H.6.41. 
Reference Example 60 

in dimethylformamide (100ml) was added 4-bromo- 
thiophenol (25g). To the solution were added ethyl 4- 



.70 



35 
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bromobutyrate (30g) and potassium carbonate (36g), and the 
mixture was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
5 layer was washed with and saturated sodium chloride solution . 
and dried with anhydrous magnesium sulfate. The solvent was 
evaporated, and to the residue were added IN sodium hydroxide 
(240ml) and methanol (120ml). The mixture was stirred at 
room temperature over night and concentrated. The residue 
10 was dissolved in water, and the mixture was washed with ethyl 
acetate . The aqueous layer was acidified with hydrochloric 
acid under ice-cooling. The mixture was extracted with 
ethyl acetate. The organic layer was washed with and 
saturated sodium chloride solution, and dried with anhydrous 
15 magnesium sulfate. The solvent was evaporated to give 

colorless crystals (32g) . to which was added polyphosphoric 
acid (250g) , and the mixture was stirred at loot: for 1 hour 
and poured into ice-water. The mixture was extracted with 
ethyl acetate. The organic layer was washed with water, 
20 sodium hydrogen carbonate solution, water and saturated 
sodium chloride solution , and dried with anhydrous magnesium 
sulfate. The solvent was evaporated to give brown crystals 
(13.6g), to which were added sodium methoxide (14.2g) and 
dimethyl carbonate (200ml), and the mixture was refluxed 
25 under nitrogen atmosphere for 8 hours . Under ice-cooling, 
the mixture was poured into IN hydrochloric acid. The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with and saturated sodium chloride solution, and 
dried with anhydrous magnesium sulfate, the solvent was 
30 evaporated to give brown crystals (11.5g), which were 

dissolved in dichloromethane (100ml). To the mixture was 
dropwise added sodium boron hydride dissolved in methanol, 
under ice-cooling. After starting materials disappeared, 
water was added to the reaction mixture, and the mixture 
3 5 was concentrated and extracted with ethyl acetate. The 

organic layer was washed with and saturated sodium chloride 
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minutes. To the mixture was added tetrakistriphenyl- 
phosphinepalladium ( 0 . 2g) . and the mixture was ref luxed over 
night. The mixture was extracted with ethyl acetate, and 
the organic layer was washed with water and saturated sodium 
5 chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give colorless crystals 
(1.3g), which were dissolved in ethyl acetate (50ml). To 

10 the mixture was added hydrochloric acid (5ml), and the 
mixture was stirred at room temperature for 1 . 5 hours , washed 
with sodium hydrogen carbonate solution, water, saturated 
sodium chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 

15 evaporated to give 7- ( 4-methylphenyl) -N- ( 4 -hydroxy - 

methylphenyl ) - 2 . 3 - dihydro - 1 - benzo thiepine - 4 - carboxamide 
(l.Og) as colorless crystals. 

1 H-NMR( <5 ppm, CDC1,): 2.40 (3H, s), 3.08 (2H, t, J=5.8Hz), 
3.29 (2H. t, J=5.8Hz), 4.69 (2H, s), 7.24-7.28 ( 2H , m) . 
20 7.35-7.62 (10H, m) . 7.71 (1H, br ) . 
IR(KBr) V: 3314, 2928, 1649cm' 1 . 
Anal, for C 2S H„N0 2 S ■ 0 . 2H 2 0 : 
Calcd. C74.12; H,5.82; N.3.46. 
Found 0,74.10; H,5.65; N,3.47. 
25 Reference Example 61 

In dimethylformamide (100ml) was dissolved 4-bromo- 
phenol (17.3g) . To the solution were added ethyl 4-bromo- 
butyrate (21.2g) and potassium carbonate (25g). and the 
mixture was stirred at room temperature over night. The 
30 solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate. The organic 
layer was washed with and saturated sodium chloride solution . 
and dried with anhydrous magnesium sulfate . The solvent was 
evaporated, and to the residue were added 3N sodium hydroxide 
35 ( 100ml ) and methanol ( 60ml ) . The mixture was stirred at 70V. 
for 30 minutes and concentrated. The residue was dissolved 
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in water, and the mixture was washed with di.,h i » 
aqueous layer was am**** * dxethylether. The 
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hydrochloric acid under ice-cooling. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
with and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate, and the solvent was evaporated. 
The residue was purified with silica gel column (ethyl 
acetate/hexane) to give colorless crystal (3.5g), 1.8g of 
which was dissolved in dichloromethane (25ml). To the 
mixture was dropwise added sodium boron hydride dissolved 
in methanol, under ice-cooling. After starting materials 
disappeared, water was added to the reaction mixture, and 
the mixture was concentrated and extracted with ethyl 
acetate. The organic layer was washed with and saturated 
sodium chloride solution, and dried with anhydrous magnesium 
sulfate, and the solvent was evaporated. To the residue 
15 were added IN sodium hydroxide (50ml), methanol (25ml) and 
diethylether (25ml), and the mixture was stirred at room 
temperature for 30 minutes and concentrated . To the mixture 
was added IN sodium hydroxide, and the mixture was extracted 
with water, washed with diethylether and acidified with 
20 hydrochloric acid. The mixture was extracted with ethyl 
acetate. The organic layer was washed with and saturated 
sodium chloride solution , and dried with anhydrous magnesium 
sulfate. The solvent was evaporated, and the residue was 
dissolved in Diglyme (25ml). To the mixture was added ^ 
25 hydrochloric acid ( 5ml ) , and the mixture was heated at 100 C 
for 40minutes and poured into water. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
with and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate . The solvent was evaporated to 
30 give 7-(4-methylphenyl)-2.3-dihydro-l-benzoxepine-4- 
carboxylic acid (1.2g) as colorless crystals, 
mp 255-256t:. 

l H-NMR(<5ppm. CDC1,): 2.40 (3H. s), 3.02 (2H, t, J=4.6Hz), 
4.33 (2H, t. J-4.6HZ), 7.05 (1H, d, J=8.6Hz), 7.24 (2H, d, 
35 J=8.2HZ), 7.46 (2H. d. J=8.2Hz). 7.47-7.56 ( 2H . m) . 7.78 
(1H. s). 



BNSOOCID: <WO_9W246aA1Jj> 



WO 99/32468 

PCT/JP98/05707 

266 



IR(KBr) 2996, 1694cm" 1 . 
Anal, for C„H IS 0 3 : 
Calcd. C77.12; H,5.75. 
Found C76.91; H.5.75. 
Reference Example 63 
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and to the residue was added water. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate) to give N-(4- 
chloromethylphenyl) -7- ( 4 -methyl- phenyl) -2 , 3 -dihydro- 1- 
benzoxepine-4-carboxamide (0.4g). 

l H-NMR( <5 ppm, CDC1,): 2.39 (3H, s), 3.08 (2H. t, J=4.6Hz), 
4.36 (2H, t, J=4.6Hz), 4.59 (2H, s), 7.06 ( 1H , d, J=8.4Hz), 
7.22-7.26 (2H, m) , 7.36-7.53 (6H. m) . 7.60 (2H, d, J=8.4Hz), 
7.65 (1H, S). 

IR(KBr) V: 3025, 1649cm". 
Reference Example 64 

15 in tetrahydrofuran (50ml) were suspended p-nitro- 

phenethylbromide (2.3g) and sodium iodide (1.5g). To the 
suspension was added piperidine (4ml), and the mixture was 
stirred at room temperature over night. The solvent was 
evaporated, and to the residue was added water . The mixture 

20 was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give yellow oil 
(2.3g), which was dissolved in ethanol (50ml). To the 

25 mixture was added 10% palladium on carbon (0.23g), and 
catalytic hydrogenation was carried out at room temperature 
over night. The catalyst was filtered off, and the solvent 
was evaporated to give 1- ( 2- ( 4-aminophenyl)ethyl) - 
piperidine (2.0g) as yellow oil. 

30 l H-NMR( <5 ppm, CDC1,) : 1.43-1.50 (2H. m) , 1.56-1.67 (4H r m), 
2.42-2.53 (6H, m) . 2.67-2.75 (2H, m) , 3.55 (2H, br) , 6.62 
(2H, d, J=8.4Hz), 6.99 (2H. d, J=8.4Hz). 
IR(neat) v : 2935, 1623cm" 1 . 
Reference Example 65 

35 To 5 • -bromo-2 ' -hydroxyacetophenone (10g) were added 

4 -methylphenyl borate (6.7g), 2M potassium carbonate (70ml). 
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stored under argon atmosphere « room temperature for 30 
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was prepared by adding a solution of trimethylsulf oxonium 
iodide (2.3g) in dimethylsulf oxide (60ml) dropwise to a 
suspension of sodium hydride (60%, 0.44g) in 
dimethylsulf oxide (10ml) and stirring the mixture under 
5 nitrogen atmosphere at room temperature for 40 minutes . The 
mixture was stirred at room temperature for 3 hours and 
further stirred at 50*C for 2 hours. The mixture was poured 
into water , and the mixture was extracted with ethyl acetate . 
The organic layer was washed with water and saturated sodium 

10 chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give pale yellow crystals 
(1.7g), to which were added tributyltin hydride (2.1ml), 

15 2, 2 ■ -azobis(isobutyro-nitrile) (0.64g) and toluene ( 50ml) . 
The mixture was stirred under nitrogen atmosphere at lOO'C 
for 1 hour, washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and the 

20 residue was purified with silica gel column (ethyl 

acetate/hexane) to give colorless crystals (0.65g), to which 
were added sodium methoxide (0.54g) and dimethyl carbonate 
( 25ml) . The mixture was ref luxed under nitrogen atmosphere 
for 8 hours and poured into IN hydrochloric acid under 

2 5 ice -cooling. The mixture was extracted with ethyl acetate. 

The organic layer was washed with and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. The solvent was evaporated to give pale brown oil 
( 0 . 76g ) , which was dissolved in dichloromethane ( 50ml ) . To 
30 the mixture was dropwise added the solution of sodium boron 
hydride in methanol at -lO'C. After starting materials 
disappeared, water was added to the reaction mixture, and 
the mixture was concentrated extracted with ethyl acetate . 
The organic layer was washed with and saturated sodium 

3 5 chloride solution, and dried with anhydrous magnesium 

sulfate, and the solvent was evaporated. To. the residue 
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were added IN sodium hydroxide (20ml) and methanol (200ml) . 
and the mixture was stirred at room temperature for 3 hours, 
concentrated and acidified with hydrochloric acid. The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with and saturated sodium chloride solution, and 
dried with anhydrous magnesium sulfate, and the solvent was 
evaporated. The residue was dissolved in Diglyme (50ml). 
and to the mixture was added hydrochloric acid (10ml) The 
mixture was stirred at looTC for 30 minutes and poured into 
water. The mixture was extracted with ethyl acetate. The 
organic layer was washed with and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. The 
solvent was evaporated to give 7- ( 4-methylphenyl) -2- 

phenyl-2,3-dihydro-l-benzoxepine-4-carboxylic acid (0.4g) 
15 as colorless crystals. 

mp 296-297t:. 

'H-NMRf <5ppm, CDC1 3 ) : 2.40 (3H. s), 3.10-3.39 (2H, m) , 5.02 
(1H, dd. J=1.8, 8.8Hz), 7.10 (1H, d, J=8.4Hz), 7.12-7.27 
(2H, m), 7.35-7.53 (8H, m) , 7.58 (1H, d. J=2.2Hz). 7.86 (1H, 
20 d, J=2.0Hz). 

IR(KBr) V : 1673cm' 1 . 
Anal, for C„H 20 Oj ■ 0 . 1H 2 0 : 
Calcd. C.80.47; H.5.68. 
Found C.80.41; H.5.73. 
25 Reference Example 66 

In 1,2-dichloroethane (100ml) were suspended p-nitro- 
benzylamine hydrochloride (7.5g), 4H-tetrahydropyran-4- 
one (4.0g) and triethylamine (5.6ml), and to the suspension 
was added sodium triacetoxy boron hydride (U.8g) under 
ice-cooling. The mixture was stirred under nitrogen 
atmosphere at room temperature for 5 hours . To the mixture 
were added 37% formalin (3.6ml) and sodium triacetoxy boron 
hydride (11. 8g) under ice-cooling, and the mixture was 
stirred under nitrogen atmosphere at room temperature for 
35 4 hours. The solvent was evaporated, and the residue was 
neutralized with sodium hydroxide. The mixture was 
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extracted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated to give brown oil (lOg) , to which 
5 were added reduced iron (9g) and acetic acid (200ml). The 
mixture was stirred at room temperature over night. The 
solvent was evaporated, and to the residue was added ethyl 
acetate. The precipitate was filtered off, and the filtrate 
was washed with sodium hydrogen carbonate solution, water 

10 and saturated sodium chloride solution, and dried with 

anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated to give 4- (N-methyl-N- ( tetrahydro- 
pyran- 4 -yl) aminomethyl ) aniline (7.3g) as colorless 
crystals . 

15 mp 93-94T;. 

'H-NMRC <5ppm, CDC1 3 ): 1 .65-1. 76 (4H, m) , 2.19 (3H, s), 
2.58-2.68 (1H, m) , 3.36 (2H, dt , J=3 . 2 , 11.3Hz), 3.48 (2H, 
s), 3.60 (2H, br), 4.00-4.05 (2H, m) , 6.65 (2H, d, J = 8.4Hz), 
7.09 (2H, d, J=8.4Hz). 

20 IR(KBr) V : 2952, 2844, 2788, 1613cm" 1 . 
Anal, for C 13 H 20 N 2 0- 0 . 1H 2 0 : 
Calcd. C70.30; H,9.17; N, 12.61. 
Found C70.21; H,8.85; N,12.64. 
Reference Example 67 

25 In methanol (20ml) was dissolved ethyl levulinate (lOg) , 

and to the mixture was added sodium boron hydride (0.7g) 
at -78^. The mixture was warmed to room temperature, and 
to the mixture was added ammonium chloride solution. The 
mixture was concentrated, extracted with diethylether , and 

30 dried with anhydrous magnesium sulfate. The solvent was 
evaporated to give colorless oil (9 . 3g), which was dissolved 
in tetrahydrof uran (50ml). To the mixture was added 
triethylamine (10.6ml) under ice-cooling , and to the mixture 
was dropwise added methane-sulf onylchloride (4.9ml). The 

35 mixture was warmed to room temperature, and the solvent was 
evaporated . To the residue were added sodium iodide ( 1 1 . 4g ) 
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and acetone (50ml) , and the mixture was stirred at 50°C for 
2 hours . The solvent was evaporated, and to the residue was 
added ethyl acetate. The precipitate was filtered off. and 
the solvent was evaporated. The residue was purified with 
5 silica gel column (ethyl acetate/hexane) to give colorless 
oil ( 7. 0g), which was dissolved in dimethylf ormamide (20ml). 
The mixture was dropwise added to a solution of methyl 
5-bromosalicylate (1.8g) and sodium hydride (60%, 0.33g) 
in dimethylformamide (20ml), under ice-cooling, and the 
mixture was stirred at 50t over night. The solvent was 
evaporated , and to the residue was added water . The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate . Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane) to 
give colorless oil (l.lg), which was dissolved in 
tetrahydrofuran (20ml). The mixture was dropwise added to 
a solution of lithium diisopropylamine, which was prepared 
by diisopropylamine (0.37g) and a solution of n-butyl 
lithium in hexane (1.6M. 2.1ml), in tetrahydrofuran, at 
-78t. The mixture was stirred at room temperature under 
argon atmosphere over night and poured into water. The 
mixture was extracted with ethyl acetate . The organic layer 
was washed with water and saturated sodium chloride solution , 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane) to 
give colorless oil (0.3g), which was dissolved in 
dichloromethane (25ml). The mixture was dropwise added to 
a solution of sodium boron hydride in methanol at - lot: . After 
starting materials disappeared, water was added to the 
reaction mixture, and the mixture was concentrated and 
extracted with ethyl acetate. The organic layer was washed 
with and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. The solvent was evaporated. 
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and the residue was dissolved in dichloromethane (25ml). 

To the mixture was added triethylamine (0 . 7 4ml) , and to the 
mixture was dropwise added methanesulf onylchloride 
( 0 . 15ml ) under ice-cooling . The mixture was stirred at room 
5 temperature under nitrogen atmosphere over night , washed 
with water and dried with anhydrous magnesium sulfate. The 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/hexane) to give colorless 
crystals (0.2g), to which were added 4-methylphenyl borate 

10 (O.lg), 1M potassium carbonate (2.5ml), ethanol (2.5ml) and 
toluene (15ml). The mixture was stirred under argon 
atmosphere at room temperature for 30 minutes, and to the 
mixture was added tetrakistriphenylphosphinepalladium 
(0.03g) . The mixture was refluxed over night and extracted 

15 with ethyl acetate. The organic layer was washed with water 
and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/hexane) to give colorless 

20 crystals (0.2g), to which were added IN sodium hydroxide 
(5ml) and methanol (50ml) . The mixture was refluxed for 30 
minutes, concentrated, acidified with hydrochloric acid and 
extracted with ethyl acetate. The organic layer was washed 
with and saturated sodium chloride solution, and dried with 

25 anhydrous magnesium sulfate . The solvent was evaporated to 
give 7- ( 4-methylphenyl) -2 -methyl -2 , 3-dihydro-l- 
benzoxepine-4-carboxylic acid (0.2g) as colorless 
crystals . 
mp 224-225T:. 

30 l H-NMR( <5ppm, CDC1 3 ) : 1.53 (3H, d, J=6.2Hz), 2.40 (3H, s), 
2.81 (1H, ddd, J-2.2, 8.8, 18.0Hz), 3.08 ( 1H , d, J=18.0Hz), 
4.17-4.27 (1H, m), 7.04 (1H, d, J=8.2Hz), 7.24 (2H, d, 
J=7.4Hz), 7.44-7.52 (4H, m) , 7.77 (1H, d, J=2.2Hz). 
IR(KBr) V : 2973, 1674cm" 1 . 

35 Anal, for C 19 H 19 0 3 : 

Calcd. C77.53? H,6.16. 
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Found C77.60; H.6.14. 
Reference Example 68 

In ethanol (10ml) and ethyl acetate (60ml) was 
dissolved 4-methylphenyl 4-nitrobenzyl sulfone (0.5g; G 
5 Bram et al.. Synthesis. 1987, 56-59). To the mixture was 
added 10% palladium on carbon (O.OSg) and catalytic 
hydrogenation was carried out at room temperature over night 
The catalyst was filtered off, and the solvent was evaporated 
to give 4-aminobenzyl 4-methylphenyl sulfone (0.4g) as 
10 colorless crystals. 

'H-NMRf (5 ppm, CDC1 3 ): 2.42 (3H, s) . 4.18 (2H, s). 6.56 ( 2H 
d, J=8.4Hz), 6.86 (2H, d, J=8.4Hz), 7.24 (2H, d. J=8.2Hz) 
7.52 (2H, d, J=8.2Hz). 

IR(KBr) V: 3443, 3370, 2926, 1612cm"'. 
15 Anal, for C, 4 H 1S N0 2 S • 0 . 2H 2 0 : 

Calcd. C.63.47; H,5.86; N,5.29. 
Found C63.63; H.5.86; N,5.09. 
Reference Example 69 

In 1,2-dichloroethane (50ml) were suspended cyclo- 
pentanone (lg). methylamine hydrochloride (1.6g) and 
triethylamine (3.4ml), and to the suspension was added 
sodium triacetoxy boron hydride (3.5g) under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 
temperature over night. The mixture was neutralized with 
sodium hydroxide, concentrated and extracted with water. 
The aqueous layer was washed with ethyl acetate. The 
aqueous layer was saturated with sodium chloride and 
extracted with diethylether . The organic layer was dried 
with anhydrous magnesium sulfate . Under reduced pressure . 
the solvent was evaporated to give N-methylcyclopentylamine 
(0.5g) as colorless oil. 

'H-NMR( 6 ppm, CDC1,): 1.21-1.86 (8H. m) . 2.40 (3H, s), 
2.94-3.01 (1H, m). 
Reference Example 70 

In 1,2-dichloroethane (50ml) were suspended cyclo- 
heptanone (2g), methylamine hydrochloride (3g). and 
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triethylamine (6.2ml), and to the suspension was added 
sodium triacetoxy boron hydride (5.3g) under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 
temperature over night . The solvent was evaporated, and the 
5 residue was neutralized with sodium hydroxide. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated to give N-methylcycloheptylamine 

10 (1.8g) as colorless oil. 

l H-NMR( <5ppm, CDC1 3 ) : 1.26-1.70 (10H, m) , 1.77-1.89 (2H, m) , 
2.40 (3H, s), 2.47-2.58 (1H, m) . 
IR(KBr) V: 2933, 2860cm* 1 . 
Reference Example 71 

15 in tetrahydrof uran (100ml) were added 4 -amino- 1- 

benzyl-piperidine (lOg) and triethylamine (36ml), and to 
the mixture was dropwise added acetyl chloride ( 4 . 1ml ) under 
i Ce - CO oiing. The mixture was stirred at room temperature 
for 1 hour, and the solvent was evaporated. To the residue 

20 was added water, and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
chloride solution and dried with anhydrous magnesium sulfate . 

Under reduced pressure, the solvent was evaporated to give 
colorless crystal (2.6g), which was dissolved in 

25 tetrahydrof uran (10ml). Under ice-cooling, borane 

methylsulf ide (2.2ml) was dropwise added to the solution. 
Under nitrogen atmosphere, the mixture was refluxed for 5 
hours. Under ice-cooling, methanol (10ml) was added to the 
mixture, and the mixture was stirred at room temperature 

30 for 1 hour. To the mixture was added 4N hydrochloric 

acid- ethyl acetate, and the mixture was refluxed for 1 hour. 
The solvent was evaporated, and to the residue was added 
IN sodium hydroxide. The mixture was extracted with ethyl 
acetate. The organic layer was washed with water and 

35 saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
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evaporated to give 4-ethylamino-l-benzylpiperidine (l.Zg)' 
as colorless oil. 

'H-NM R (5p pm . CDC1 )): 1.10 (3H. t, J=7.2Hz). 1.28-1.47 (2H. 
m). 1-82-1.88 (2H, m). 1.95-2.07 (2H. m) , 2.40-2.51 (1H 
5 .). 2.66 (2H. q, J= 7 .2Hz), 2.82-2.88 (2H, m). 3.50 (2H, s) 
7.20-7.33 (5H, m). 
Reference Example 72 

To a mixture of ethyl 7-bromo-2 , 3-dihydro-l- 
benzoxepine-4-carboxylate (0.5g), 4- ( 4-methylpiperazin- 
10 l-yl, P henyl borate (0.44g). l M potassium carbonate (6ml, 
and ethanol (6ml) was added toluene (50ml), and the mixture 
was strrred under argon atmosphere at room temperature for 
30 minutes. To the mixture was added tetrakistriphenyl- 
Phosphinepalladium (0.07g). and the mixture was refluxed 
~ over night and extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl acetate) 
to g lve colorless crystals (0.39g), which were dissolved 
m IN sodium hydroxide (15ml) and methanol (100ml) The 
mature was refluxed for 2 hours, concentrated and 
neutralized with hydrochloric acid to precipitate 7- (4- 
( 4 -methylpiperazin- 1-yi ) phe nyl ) - 2 , 3-dihydro- 1 - 

benzoxepine-4-carboxylic acid (0.33g) as colorless 
crystals. 

mp 278-279 < C(dec). 

'H-NMR^ppm, DMSO-dJ: 2.24 (3H, s), 2.45-2.52 (4H, m) . 2.87 
2H, t, J=4.0Hz), 3.15-3.20 (4H, m) . 4.23 (2H, t. J=4.8Hz). 
6^97-7.01 (3H, m). 7.49-7.62 (4H, m) , 7.70 (1H, d, J=2.2Hz). 
IR(KBr) V; 1692cm 1 . 
Anal, for C J2 H 24 N A • 0 . 5H 2 0 : 
Calcd. C.70.76; H,6.75; N.7.50. 
Found C70.87; H,6.50; N.7.56. 
35 Reference Example 73 

In 1.2-dichloroethane (35ml) were suspended 4 -methyl - 



20 



25 



30 



BNSOOCID: <WO_9932«6SM J_>. 



WO 99/32468 



277 



PCT/JP98/05707 



cyclohexanone (2.5g), methylamine hydrochloride (1.6g) and 
triethylamine (3.3ml), and to the suspension was added 
sodium triacetoxy boron hydride (6.6g) under ice-cooling. 
The mixture was stirred under nitrogen atmosphere at room 
5 temperature over night . The solvent was evaporated, and the 
residue was neutralized with sodium hydroxide. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with saturated sodium chloride solution and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 

10 the solvent was evaporated. To the residue was added 4N 
hydrochloric acid-ethyl acetate, and the solvent was 
evaporated to give N, 4- dimethyl -cyclohexylamine 
hydrochloride (2.6g) as colorless crystals. 
l H-NMR ( 5 ppm , CDC1,): 0.90 (1.5H, d, J=6.6Hz), 1.01 (1.5H, 

15 d, J=6.6Hz), 1.45-2.10 (8H, m) , 2.19-2.26 (1H, m) , 2.61-2.68 
(3H, m), 3.03 <1H, br) . 
Anal, for C e H 18 ClN: 

Calcd. C, 58. 70;, H, 11.08; N, 8.56. 
Found C58.42; H,10.91; N,8.48. 

20 Reference Example 74 

In 1, 2-dichloroe thane (25ml) were suspended p-nitro- 
benzylamine hydrochloride (1.2g), tetrahydropyran-3-one 
(0.6g; Numata et al., JP-A-63-170372 ) and triethylamine 
(0.9ml), and to the suspension was added sodium triacetoxy 

25 boron hydride (1.8g) under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. Under ice-cooling, to the mixture were added 37% 
formalin ( 0 . 6ml ) and sodium triacetoxy boron hydride ( 1 . 8g ) . 
Under nitrogen atmosphere, the mixture was stirred at room 

30 temperature over night, and the solvent was evaporated. The 
residue was neutralized with sodium hydroxide, and the 
mixture was extracted with ethyl acetate . The organic layer 
was washed with water and saturated sodium chloride solution , 
and dried with anhydrous magnesium sulfate. Under reduced 

35 pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane ) to 



3NSDOCID: <WO__9932468A1J_> 



WO 99/32468 



278 



PCT/JP98/05707 



give pale yellow oil (i. 0 g) . to which was added reduced iron 
(0.6g) and acetic acid (50ml). The mixture was stirred at 
room temperature over night. The solvent was evaporated, 
and to the residue was added ethyl acetate . The precipitate 
5 was filtered off. and the filtrate was washed with sodium 
hydrogen carbonate solution, water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give 4-(N-methyl-N- (tetrahydropyran-3-yl) - 
10 aminomethyl) aniline (o.3g) as brown oil. 

'H-NMR(<5pp m , CDCl,): 1.46-1.75 (3H, m) , 1.95-2.01 (1H, m) 
2-19 (3H, s). 2.55-2.68 (1H, m) , 3.21-3.40 (2H, m) , 3.49 
(2H, s), 3.59 (2H, br) , 3.83-3.89 (1H, m) , 4.00-4.08 (1H 
m). 6.64 (2H, d, J=8.4H 2 ), 7.07 (2H, d, J=8.4H 2 ). 
is iK(neat) u s 2941, 2846, 1615cm 1 . 
Reference Example 75 

In 1,2-dichloroethane (50ml) were suspended 2-amino- 
indane hydrochloride (i. 0 g). p-nitrobenzaldehyde (0.9g) 
and triethylamine (0.9ml). and to the mixture was added 
sodium triacetoxy boron hydride (1.8g) under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 
temperature over night. Under ice-cooling, to the mixture 
were added 37% formalin (0.6ml) and sodium triacetoxy boron 
hydride (1.8g) . Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night, and the solvent was 
evaporated. The residue was neutralized with sodium 
hydroxide, and the mixture was extracted with ethyl acetate. 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
30 sulfate. Under reduced pressure, the solvent was 

evaporated to give colorless crystals ( 1 . 7g) , which was 
dissolved in ethanol (50ml) and ethyl acetate (50ml). To 
the mixture was added 10% palladium on carbon (0.15g), and 
catalytic hydrogenation was carried put at room temperature 
for 1 hour. The catalyst was filtered off. and the solvent 
was evaporated. The residue was purified with silica gel 
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column (ethyl acetate) to give 4- ( (N-indan-2-yl-N- 
methyl)aminomethyl) aniline (0.6g) as colorless crystals, 
mp 95-96^. 

l H-NMR( <5ppm, CDCI3): 2.17 (3H, s), 2.91-3.16 (4H, m) , 
5 3.32-3.43 (1H, m) , 3.47 (2H, s), 3.61 ( 2H , br) , 6.66 (2H, 
d, J=8.8Hz), 7.10-7.22 (6H, m) . 
IR(KBr) V : 2782, 1623cm* 1 . 
Anal, for C l7 H 2O N 2 '0 . 2H 2 0: 
Calcd. C79.77; H,8.03; N, 10.94. 

10 Found C.79.87; H,8.04; N, 10.75. 
Reference Example 7 6 

In 1 , 2-dichloroethane (50ml) were suspended p-nitro- 
benzylamine hydrochloride (1.9g), 4 - t-butylcyclohexanone 
( 1 . 5g ) and triethylamine ( 1 . 4ml ) , and to the suspension was 

15 added sodium triacetoxy boron hydride (3g) under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 
temperature over night. Under ice-cooling, to the mixture 
were added 37% formalin (0.9ml) and sodium triacetoxy boron 
hydride (3g). Under nitrogen atmosphere, the mixture was 

20 stirred at room temperature over night, and the solvent was 
evaporated. The residue was neutralized with sodium 
hydroxide , and the mixture was extracted with ethyl acetate . 
The organic layer was washed with water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 

25 sulfate. Under reduced pressure, the solvent was 

evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give (E)-N-(4-t- 
butylcyclohexyl) -N-methyl-N- ( 4-nitro-benzyl ) amine (0 . 3g) 
as colorless crystals and ( Z ) -N- ( 4 - t-butylcyclohexyl ) - 

30 N-methyl-N- (4-nitrobenzyl) amine (2.4g) as yellow oil. 

(E ) -N- ( 4 -t-butylcyclohexyl) -N-methyl-N- ( 4-nitrobenzyl) - 

amine : 

mp 96-97*0. 

l H-NMR( <5ppm, CDCI3): 0.85 (9H, s), 0.94-1.05 (3H, m) , 
35 1.20-1.40 (2H, m) , 1.80-2.00 (4H, m) , 2.19 (3H, s) , 2.29-2.44 
(1H, m), 3.65 (2H, s), 7.51 (2H, d, J=8.4Hz), 8.17 (2H, d. 
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J=8.4Hz) . 

IR(KBr) V : 2941, 1604, 1513cm- 1 . 
Anal, for C„H 2 ,N 2 0 2 : 
Calcd. C, 71.02; H.9.27; N,9.20. 
5 Found C70.77; H,9.26; N,9.32. 

( Z ) -N- (4- 1 -butylcyclohexyl ) -N-methyl-N- ( 4-nitrobenzyl ) - 
amine : 

l H-NMR( 6 ppm, CDC1 3 ): 0.89 (9H, s), 1.15-1.20 (1H, m), 
1.30-1.54 (6H, m), 1.97-2.10 (2H, m) , 2.08 (3H, s), 2 38 
10 (1H, br), 3.61 (2H, s), 7.52 (2H. d. J=8.4Hz), 8.18 (2H. 
d, J=8.4Hz). 

IR(neat) v 2943, 1606, 1521cm -1 . 
Reference Example 77 

In ethanol (25ml) and ethyl acetate (25ml) was 

15 dissolved (E)-N-(4-t-butylcyclohexyl)- N -methyl-N-(4- 

nitrobenzyl) amine (0.3g). To the mixture was added 10% 
palladium on carbon (0.03g) and catalytic hydrogenation was 
carried out at room temperature for 1 hour. The catalyst 
was filtered off, and the solvent was evaporated. The 

20 residue was purified with silica gel column (ethyl acetate/ 
methanol/triethylamine) to give (E)-4- ( (N-4-t-butyl- 

cyclohexyl-N-methyl)aminomethyl)aniline (0.2g) as 
colorless crystals, 
mp 87-88'C. 

25 1 H-NMR(5ppm, CDC1 3 ): 0.84 (9H, s), 0.93-1.03 (2H, m) , 

1.15-1.40 (2H, m). 1.81-1.96 (5H, m), 2.19 (3H, s), 2.30-2.45 
(1H, m), 3.48 (2H, s), 3.60 (2H, br) , 6.65 (2H, d. J=8.4Hz), 
7.10 (2H, d, J=8.4Hz). 
IR(KBr) v t 2927, 1614, 1517cm" 1 . 
30 Anal, for C la H„N 2 ■ 0 . 2H 2 0 : 

Calcd. C77.75; H. 11.02; N.10.07. 
Found C, 77.87; H. 10.93; N.10.16. 
Reference Example 78 

In acetic acid (70ml) was dissolved (Z)-N-(4-t -butyl - 
35 cyclohexyl) -N-methyl-N- (4-nitrobenzyl) amine (1.2g), and 
to the mixture was added reduced iron (l.lg) . The mixture 
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was stirred at room temperature over night . The solvent was 
evaporated, and to the residue was added ethyl acetate . The 
precipitate was filtered off, and the filtrate was washed 
with sodium hydrogen carbonate solution, water and saturated 
5 sodium chloride solution , and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate to give ( Z ) -4- ( (N-4-t-butyl- 
cyclohexyl-N-methyl)aminomethyl) aniline (0.7g) as yellow 
10 oil. 

l H-NMR ( d ppm, CDC1 3 ): 0.87 (9H, s), 1.00-1.20 (1H, m), 
1.25-1.56 (6H, m) , 2.04 (3H, s) , 2.04-2.13 (2H, m) , 2.26-2.29 
(1H, m), 3.40 (2H, s), 3.58 ( 2H , br), 6.65 (2H, d, J = 8.4Hz), 
7.10 (2H, d, J=8.4Hz). 

15 IR(neat) V: 2941, 1623, 1515cm' 1 . 
Reference Example 79 

In 1 , 2-dichloroe thane (70ml) were suspended p-nitro- 
benzylamine hydrochloride (3.8g), 3 , 5-dimethylcyclo- 
hexanone (2.5g) and triethylamine (2.8ml). Under ice- 

2 0 cooling, to the mixture was added sodium triacetoxy boron 
hydride (5.9g) . Under nitrogen atmosphere, the mixture was 
stirred at room temperature over night. Under ice-cooling, 
to the mixture were added 37% f ormalin( 1 . 8ml) and sodium 
triacetoxy boron hydride ( 5 . 9g ) . Under nitrogen atmosphere , 

25 the mixture was stirred at room temperature over night. The 
solvent was evaporated, and the residue was neutralized with 
sodium hydroxide. The mixture was extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution, and dried with anhydrous 

30 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give 3 isomers of N- 
methyl-N- ( 3 , 5-dimethylcyclohexyl) -N- ( 4-nitrobenzyl ) - 
amine (4.3g; (31-a), 0.7g; (31-b), 0.2g; (31-c)) as each 

35 yellow oil. 

31-a: 'H-NMRC 6 ppm, CDC1 3 ) : 0.53-0.74 (1H, m) , 0.84 ( 3H , s) , 
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0.87 (3H. .,. 0.93-1.07 (2H, «) . 1.73-1.99 (5H. m), 2.06 
OH. .). 2.49 (1H. t . J=2.8Hz), 3.60 (2H, s), 7.50 (2H, d. 
J=8.8Hz), 8.17 (2H. d, J=8.8Hz). 
IR(neat) v : 2949, 1606, 1521cm- 1 . 
5 31-b: 'H-NMR( 6 ppm, CDC1 3 , : 0.51 (1H, g, J=12.0Hz), 0.80- 
1-02 (2H, m), 0.92 (3H. s), 0.95 (3H, s). 1.34-1.53 (2H 
m). 1.58-1.66 (1H, m) , 1.78-1.84 (2H, m) , 2.19 (3H. s) 2 53 
(1H. tt, j-3.3. 11.7Hz), 3.65 (2H, s), 7.51 (2H. d, J-8.8Hz) 
8.17 (2H, d, J=8.8Hz). 
10 IR(neat) v : 2949. 1606, 1519cm 1 . 

31-C: 'H-NMR( 6 ppm, CDC1 3 ) : 0.80-1.13 (8H. m) , 1.38-1 52 (2H 
m), 1.62-1.68 (2H, m) , 1.80-1.86 (1H, m) , 2.08-2.17 (1 H ' 

2.18 (3H. s), 2.74 (1H, tt. J=3.5. 11.9Hz), 3.64 (2H 
s), 7.51 (2H. d, J=8.4Hz), 8.17 (2H, d, J=8.4Hz) 
15 iK(neat) v. 2920, 1606, 1521cm' 1 . 
Reference Example 80 

In ethanol (50ml) and ethyl acetate (50ml) was 
dissolved N-methyl-N- ( 3 , 5 - dimethylcyclohexyl ) -N- ( 4 - 
nitrobenzyl) amine (2.0g ; (31-a) ) . To the mixture was added 
10% palladium on carbon (0.2g) and catalytic hydrogenation 
was carried out at room temperature for 1 hour . The catalyst 
was filtered off, and the solvent was evaporated. The 
residue was purified with silica gel column (ethyl 
acetate/methanol/triethylamine) to give 4-((N-(3,5- 

dimethylcyclohexyl) -N-methyl)aminomethyl) aniline ' ( 0 . 2g) 
as pale yellow oil. 

l H-NMR(<5 Ppm , CDC1,): 0.58 (1H, g, J=11.7Hz), 0.83 (3H s) 
0-86 (3H. s), 0.93-1.00 (2H, m) , 1.69-2.04 (5H, m) . 2.04 
(3H, s), 2.24-2.40 (1H, m) , 3.41 (2H, s), 3.50 (2H, br) 
6.64 (2H, d, J=8.6Hz), 7.08 (2H. d, J=8.6Hz). 
IR(neat) V : 2947, 1623cm-'. 
Reference Example 81 

In acetic acid (30ml) was dissolved N-methyl-N- 
( 3 . 5 -dimethylcyclohexyl ) -N- ( 4 -nitrobenzyl ) amine ( 0 . 7g ; 
(31-b)), and to the mixture was added reduced iron (0 7g) 
The mixture was stirred at room temperature over night . The 
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solvent was evaporated, and to the residue was added ethyl 
acetate . The precipitate was filtered off , and the filtrate 
was washed with sodium hydrogen carbonate solution, water 
and saturated sodium chloride solution, and dried with 

5 anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/methanol/ triethyl- 
amine) to give 4 - ( (N- ( 3 , 5 -dimethylcyclo-hexyl ) -N- 
methyDaminomethyl) aniline (0.4g) as yellow oil. 

10 'H-NMRt <5ppm, CDC1 3 ) : 0.50 ( 1H , q, J=12.0Hz), 0.80-1.03 ( 1H , 
rn), 0.91 (3H, s), 0.94 (3H, s), 1.22-1.50 (3H, m) , 1.55-1.64 
(1H, m), 1.78-1.84 (2H, m) , 2.17 (3H, s), 2.53 (1H, tt , J=3.3, 
11.8Hz), 3.46 (2H, s), 3.58 (2H, br) , 6.64 ( 2H , d, J-8 . 6Hz ) , 
7.09 (2H, d, J=8.6Hz). 

15 IR(neat) v : 2949, 1621cm* 1 . 
Reference Example 82 

In acetic acid (15ml) was dissolved N-methyl-N- 
( 3 , 5-dimethylcyclohexyl ) -N- ( 4 -nitrobenzyl ) amine ( 0 . 2g ; 
(31-c)), and to the mixture was added reduced iron (0.2g). 

20 The mixture was stirred at room temperature over night . The 
solvent was evaporated, and to the residue was added ethyl 
acetate . The precipitate was filtered off , and the filtrate 
was washed with sodium hydrogen carbonate solution, water 
and saturated sodium chloride solution, and dried with 

25 anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/methanol/ triethyl- 
amine) to give 4- ( (N- ( 3 , 5 -dimethylcyclo-hexyl) -N- 
methyDaminomethyl) aniline (O.lg) as brown oil. 

30 1 H-NMR( 5 ppm, CDC1 3 ): 0.87-1.15 (7H, m) , 1.35-1.55 ( 2H , m) , 
1.60-1.70 (2H, m), 1.75-1.90 (1H, m) , 2.05-2.19 (2H, m) , 
2.17 (3H, s), 2.75 (1H, tt , J = 3 . 3 , 12.1Hz), 3.45 (2H, s), 
3.60 (2H, br), 6.64 (2H, d, J = 8.3Hz), 7.09 (2H, d, J-8.3Hz). 
Reference Example 83 

35 in 1,2-dichloroethane (50ml) were dissolved n-propyl- 

amine (l.lg) and p-nitrobenzaldehyde (2.3g). Under ice- 
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cooling, to the mixture was added sodium triacetoxy boron 

hydride (4.5g) . Under nitrogen atmosphere, the mixture was 

starred at room temperature over night . Under ice-cooling 

to the mixture were added 37% formalin (1.7ml) and sodium 

triacetoxy boron hydride ( 4 . 5g) . Under nitrogen atmosphere, 

the mixture was stirred at room temperature over night, and 

the solvent was evaporated. The residue was neutralized 

with sodium hydroxide, and the mixture was extracted with 

ethyl acetate . The organic layer was washed with water and 

saturated sodium chloride solution, and dried with anhydrous 

magnesium sulfate . Under reduced pressure , the solvent was 

evaporated, and the residue was purified with silica gel 

column (ethyl acetate/hexane) to give pale yellow oil (2 3g) 

which was dissolved in tetrahydrofuran ( 10ml ) . The mixture 

was d.opwise added to a solution, which was prepared by 

adding dropwise lithium aluminum hydride (0.5g) to a 

solution of titanium tetrachloride (2ml) in tetrahydrofuran 

(50ml) , under ice-cooling, and stirring the mixture at room 

temperature for 15 minutes , under ice-cooling. The mixture 

was stirred at room temperature for 30 minutes, and to the 

mixture were added water (50ml) and ammonia solution (50ml) . 

The mixture was concentrated and extracted with ethyl 

acetate. The organic layer was washed with water and 

saturated sodium chloride solution , and dried with anhydrous 

magnesium sulfate. Under reduced pressure, the solvent was 

evaporated, and the residue was purified with silica gel 

column (ethyl acetate/methanol/triethylamine) to give 

4-((N-methyl-N-n-propyl)axninomethyl)aniline (0.25g) as 
yellow oil. 

'H-HMR^ppn. CDC1,): 0.88 (3H, t, J=7.3Hz), 1.43-1.61 (2H 
■). 2.16 (3H, s), 2.30 (2H, t. J=7.7Hz), 3.37 (2H, s). 3.59 
(2H, br), 6.64 (2H. d, J=8.0Hz). 7.08 (2H. d, J=8.0Hz) 
IR(neat) v. 2960, 1623, 1517cm-. 
Reference Example 84 

In 1,2-dichloroethane (50ml) were dissolved 
isopropylamine (lg) and p-nitrobenzaldehyde (2.3g), and to 
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the mixture was added sodium triacetoxy boron hydride ( 4 . 5g) 
under ice-cooling. Under nitrogen atmosphere, the mixture 
was stirred at room temperature over night. Under ice- 
cooling, to the mixture were added 37% formalin (1.5ml) and 
5 sodium triacetoxy boron hydride (4.5g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and the residue was 
neutralized with sodium hydroxide. The mixture was 
extracted with ethyl acetate. The organic layer was washed 

10 with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/hexane ) to give yellow 
oil (2.8g), 1.5g of which was dissolved in ethanol (25ml) 

15 and ethyl acetate (25ml). To the mixture was added 10% 
palladium on carbon (0.15g), and catalytic hydrogenation 
was carried out at room temperature for 1 hour. The catalyst 
was filtered off, and the solvent was evaporated. The 
residue was purified with silica gel column (ethyl 

20 acetate/methanol/triethylamine) to give 4-((N- 

isopropyl-N-methyl)aminomethyl) aniline (0.17g) as pale 
yellow oil. 

1 H-NMR( 5 ppm, CDC1 3 ): 1.05 ( 6H , d, J=6.6Hz), 2.13 (3H, s), 
2.81-2.95 (1H, m), 3.40 (2H, s), 3.60 (2H, br), 6.65 (2H, 

25 d, J=*8.4Hz), 7.10 (2H, d, J=8.4Hz). 
IR(neat) V: 2966, 1623, 1517cm' 1 . 
Reference Example 85 

In 1,2-dichloroethane (50ml) were dissolved 1-methyl- 
propylamine (l-3g) and p-nitrobenzaldehyde (2.3g), and to 

30 the mixture was added sodium triacetoxy boron hydride ( 4 . 5g) 
under ice-cooling. Under nitrogen atmosphere, the mixture 
was stirred at room temperature over night. Under ice- 
cooling, to the mixture were added 37% formalin (1.7ml) and 
sodium triacetoxy boron hydride (4.5g). Under nitrogen 

35 atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and the residue was 
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neutralized with sodium hydroxide . The mixture was extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated to give brown oil ( 3 .4g) 2 Og of 
which was dissolved in tetra-hydrofuran (20ml). The 
mixture was dropwise added to a solution, which was prepared 
by adding dropwise lithium-aluminum hydride (0.7g) to a 
solution of titanium tetrachloride (3ml) in tetrahydrofuran 
(50ml) under ice-cooling and stirring the mixture at room 
temperature for 15 minutes, under ice-cooling. The mixture 
was stxrred at room temperature over night, and. to the 
mxxture were added water (75ml) and ammonia solution (75ml) 
The mixture was extracted with ethyl acetate . The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl acetate/ 
methanol/triethylamine) to give 4- ( (N-sec-butyl-N- 
methyl)aminomethyl) aniline (0.8g) as yellow oil 
H-NMR(<5pp m . CDCl,): 0.87-0.99 (6H, m) , 1.22-1.37 (1H. m) 
1-53-1.63 (1H, m), 2.11 (3H, s), 2.53-2.63 (1H, m). 3.34 
(1H, d. J=12.8HZ), 3.46 (1H, d. J=12.8Hz), 3.57 (2H, br), 
6-64 (2H, d, J=8.4Hz), 7.11 (2H, d, J=8.4Hz). 
25 IR(neat) Vl 2962, 2933, 2873, 1617, 1517cm" 1 . 
Reference Example 86 

In 1,2-dichloroethane (70ml) were dissolved t-butyl- 
amine (i. 6 g) and p-nitrobenzaldehyde (3.0g), and to the 
mixture was added sodium triacetoxy boron hydride (5 9g) 
under ice-cooling. Under nitrogen atmosphere, the mixture 
was stirred at room temperature over night. Under ice- 
cooling, to the mixture were added 37% formalin (2ml) and 
sodium triacetoxy boron hydride (5.9g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
35 night. The solvent was evaporated, and the residue was 
neutralized with sodium hydroxide. The mixture was 
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extracted with ethyl acetate , The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, to give brown oil (4.4g), which 
5 was dissolved in acetic acid ( 50ml ) . To the mixture was added 
reduced iron (3.2g), and the mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added ethyl acetate. The precipitate was 
filtered off, and the filtrate was washed with sodium 
10 hydrogen carbonate solution, water and saturated sodium 
chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give 4- ( (N-t-butyl-N-methyl)aminomethyl) - 
aniline (2.2g) as brown oil. 
15 'H-NMRC <5ppm, CDC1,) : 1-14 (9H, s). 2.07 (3H, s), 3.38 ( 2H , 
s), 3.57 (2H, br), 6.64 (2H, d, J=8 . 4Hz ) , 7 . 11 (2H, d, 
J=8.4Hz). 

IR(neat) v : 2971, 1622, 1516cm" 1 . 
Reference Example 87 

2o In 1,2-dichloroethane (70ml) were suspended p-nitro- 

benzylamine hydrochloride (3.8g) and 3-pentanone (1.7g). 
and to the suspension was added triethylamine ( 2 . 8ml ) . Under 
ice-cooling, to the mixture was added sodium triacetoxy 
boron hydride ( 5 . 9g) . Under nitrogen atmosphere , the mixture 

25 was stirred at room temperature over night. Under ice- 
cooling, to the mixture were added 37% formalin (1.8ml) and 
sodium triacetoxy boron hydride (5.9g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and the residue was 

30 neutralized with sodium hydroxide . The mixture was extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated to give pale yellow oil (4.6g) , which 

35 was dissolved in acetic acid (100ml). To the mixture was 
added reduced iron (4.7g), and the mixture was stirred at 
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room temperature over night. The solvent was evaporated 

and to the residue was added ethyl acetate . The precipitate 
was flltered off # and the fntrate ^ waghed sodium 

hydrogen carbonate solution, water and saturated sodium 
5 chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give 4- ( (N-methyl-N- (pentan-3-yl) ) -amino- 
methyl) aniline (3.3g) as pale brown oil 

l H-NMR( 0ppm . CDCl,): 0.92 (6H, t, J=7.3Hz), 1. 20 -1.59 (4H 

bri 2 6 10 J?' 2 ' 18 " 2 - 29 (2H ' «>' 3 " 57 

br . 6.64 (2H, d, J=8.4Hz,, 7.11 (2H, d, J =8 .4Hz). 

IR(neat) v : 2959, 1622, 1516cm 1 . 
Reference Example 88 
_ In 1.2-dichloroethane (70ml) were suspended p-nitro- 

" Den ^amineh y drochloride(3.8g,andnorcamphor(2.2 g ) and 
to the suspension was added triethylamine (2.8ml). Under 
ice-cooling, to the mixture was added sodium triacetoxy 
boronhydride ( 5 . 9g) . Under nitrogen atmosphere, the mixture 
was stirred at room temperature over night. Under ice- 
cooling, to the mixture were added 37% formalin (1.8ml) and 
sodium triacetoxy boron hydride (5.9g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
night. The solvent was evaporated, and the residue was 
neutralized with sodium hydroxide . The mixture was extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure the 
solvent was evaporated to give pale yellow oil (5.2g) , which 
was dissolved in acetic acid (lOOml). To the mixture was 
added reduced iron (5g) , and the mixture was stirred at room 
temperature over night. The solvent was evaporated, and to 
the residue was added ethyl acetate. The precipitate was 
flltered off, and the filtrate was washed with sodium 
hydrogen carbonate solution, water and saturated sodium 
35 chloride solution, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
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evaporated to give 4- ( (N-methyl-N- (norbornan-2- 
yl) ) amino -methyl) aniline (4.0g) as pale brown oil. 
'H-NMRC <5ppm, CDC1 3 ): 0.94-1.04 ( 1H , m) , 1. 22-1.55 ( 5H , m) , 
1.68-1.97 (2H, m), 2.00 (3H, s), 2.16 (1H, br) , 2.37 (2H, 

5 br), 3.22 (1H, d, J = 12.8Hz), 3.42 (1H, d, J = 12.8Hz), 3.58 
(2H, br), 6.64 (2H, d, J=8.4Hz), 7.09 (2H, d, J=8.4Hz). 
IR(neat) v : 2949, 1622, 1516cm' 1 . 
Reference Example 89 

To a mixture of p-nitrophenethylbromide (2.3g), N- 

10 methylcyclohexylamine (2.8g), potassium carbonate (6.6g) 
and sodium iodide ( 1 . 5g) was added dimethylf ormamide ( 50ml) , 
and the mixture was stirred at 50°C over night. The solvent 
was evaporated, and to the residue was added water. The 
mixture was extracted with ethyl acetate . The organic layer 

15 was washed with water and saturated sodium chloride solution , 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/ 
methanol/ triethylamine) to give yellow oil (2.2g), which 

20 was dissolved in ethanol (50ml) . To the mixture was added 
10% palladium on carbon (0.2g) , and catalytic hydrogenation 
was carried out at room temperature over night . The 
catalyst was filtered off, and the solvent was evaporated 
to give 4- ( 2- (N-cyclohexyl-N-methyl ) aminoethyl ) aniline 

2 5 (1.9g) as pale yellow oil. 

1 H-NMR(5ppm, CDC10: 1.05-1.30 (6H, m) , 1.60-1.79 (4H, m) , 
2.33 (3H, s), 2.33-2.45 ( 1H , m) , 2.61-2.63 (4H, m) , 3.55 
(2H, br), 6.63 (2H, d, J=8.4Hz), 6.99 (2H, d, J=8.4Hz). 
IR(neat) v : 2929, 1625, 1517cm* 1 . 

30 Reference Example 90 

In ethanol (15ml) were dissolved p-nitrostyreneoxide 
(0.5g; E. Borredon et al. , J. Org. Che., 1990, 55, 501- 
504) and piperidine (0.3 6ml) , and the mixture was refluxed 
for 1 hour. The solvent was evaporated to give yellow 

35 crystals (0.53g), which was dissolved in ethanol (50ml). 
To the mixture was added 5% palladium on carbon (0.05g), 
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and catalytic hydrogenation was carried out at room 
temperature 1.5 hours. The catalyst was filtered off, and 
the solvent was evaporated, 4- ( 1 -hydroxy- 2 -piperidino- 
ethyl)aniline (0.4g) as colorless crystals 
5 rap 75-76t:. 

'H-NMR( <5ppm, CDC1 3 ): 1.40-1.50 (2H. m) , 1.55-1.70 (4H, m) , 
2-31-2.41 (4H, m). 2.62-2.75 (2H, m) . 3.61 (2H, br), 4.61 
UH. dd, J-6.2. 8.0Hz), 6.66 (2H, d. J=8.4H Z ). 7.15 (2H 
d, J=8.4Hz). 
10 IR(KBr) v : 2936, 1622, 1518cm'. 
Anal, for C„H„N 2 0: 

Calcd. C70.87; H.9.15; N,12.72. 
Found C.71.02; H.9.10; N.13.01. 
Reference Example 91 
15 In dimethylformamide (50ml) were dissolved methyl 

5-bromosalicylate (5g), ethyl 4-bromobutyrate (4.2g) and 
potassium carbonate (7.5g), and the mixture was stirred at 
room temperature over night. The solvent was evaporated, 
and to the residue was added water. The mixture was 
extracted with ethyl acetate . The organic layer was washed 
wrth water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate . Under reduced pressure 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/hexane) to give 
colorless oil (6.5g), which was dissolved in tetra- 
hydrofuran (20ml). The mixture was dropwise added to a 
solution of lithium diisopropylamine in tetrahydrof uran 
prepared by diisopropylamine (3.2ml) and n-butyllithium in 
hexane (1.6M, 13ml), at -78t. The mixture was stirred at 
room temperature under argon atmosphere over night and 
poured into water. The mixture was extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution , and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give oil, which was dissolved in 
dichloromethane ( 100ml ) . The mixture was dropwise added to 
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a solution of sodium boron hydride in methanol at - 15X3 . After 
starting materials disappeared, water was added to the 
reaction mixture, and the mixture was concentrated and 
extracted with ethyl acetate.. The organic layer was washed 
5 with and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. The solvent was evaporated, 
and the residue was dissolved in dichloromethane (100ml). 
To the mixture was added triethylamine (7.9ml), and to the 
mixture was dropwise added methanesulf onylchloride (2.2ml) 

10 under ice-cooling. The mixture was stirred at room 

temperature under nitrogen atmosphere over night, and to 
the mixture was added water. The mixture was concentrated 
and extracted with ethyl acetate. The organic layer was 
washed with and saturated sodium chloride solution, and 

15 dried with anhydrous magnesium sulfate. The solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give ethyl 7-bromo- 
2 , 3-dihydro-l-benzoxepine-4-carboxylate ( 2 . 3g) as 
colorless crystals. 

20 mp 86-87X3. 

'H-NMRt <5ppm, CDC1 3 ): 1.35 (3H, t, J=7.2Hz), 2.98 ( 2H , t, 
J=4.7Hz), 4.23-4.33 (4H, m) , 6.86 ( 1H , d, J=8.8Hz), 7.32 
(1H, dd, J=2.6, 8.8Hz), 7.46-7.47 (2H, m) . 
Reference Example 92 

25 To a mixture of ethyl 7-bromo-2 , 3-dihydro-l- 

benzoxepine-4-carboxylate (0.5g) , diethyl ( 3 -pyridyl) - 
borane (0.26g), 1M potassium carbonate (6ml) and ethanol 
(6ml) was added toluene (50ml), and the mixture was stirred 
under argon atmosphere at room temperature for 30 minutes. 

30 To the mixture was added tetrakistriphenyl- 

phosphinepalladium (0.07g), and the mixture was refluxed 
over night. The mixture was extracted with ethyl acetate, 
and the organic layer was washed with water and saturated 
sodium chloride solution, and dried with anhydrous magnesium 

35 sulfate. Under reduced pressure , the solvent was evaporated, 
and the residue was purified with silica gel column (ethyl 
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acetate/hexane) to give colorless crystals (0.28g). which 
were dissolved in IN sodium hydroxide (10ml) and methanol 
(50ml). The mixture was stirred at room temperature over 
night, concentrated and neutralized with hydrochloric acid 
to precipitate 7-(3-pyridyl)-2,3-dihydro-l-benzoxepine- 
4-carboxylic acid (0.3g) as colorless crystals, 
mp >300'C. 

l H-NMR((5ppm. DMSO-dJ: 2.89 (2H, t, J=4.6Hz), 4.27 (2H, t, 
J=4 . 6Hz ) , 7.09 (1H, d, J=8 . 4Hz ) . 7 . 46 (1H, dd, J=4.6, 7.8Hz)! 
7.64-7.69 (2H. m). 7.90 (1H, d, J=2.2Hz), 8.10 (1H, dt, J=7.8, 
1.5Hz). 8.54 (1H. dd, J=1.5, 4.6Hz). 8.92 (1H, d, J=2.2Hz). 
IR(KBr) V i 1699cm' 1 . 
Anal, for C l6 H l3 NO,-0.2H 2 O: 
Calcd. C.70.94; H.4.99; N.5.17. 
Found C.70.71; H,5.00; N.5.17. 
Reference Example 93 

To a mixture of ethyl 7-bromo-2 , 3-dihydro-l- 
benzoxepine-4-carboxylate ( 1 . 0g) , 4 -pyridyl borate (0.46g), 
1M potassium carbonate (11ml) and ethanol (11ml) was added 
toluene (80ml), and the mixture was stirred under argon 
atmosphere at room temperature for 30 minutes . To the mixture 
was added tetrakistriphenylphosphinepalladium (0. 16g) , and 
the mixture was ref luxed over night and extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution, and dried with anhydrous 
magnesium sulfate . Under reduced pressure , the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give colorless oil (0.52g), 
which was dissolved in IN sodium hydroxide (18ml) and 
30 methanol (100ml). The mixture was stirred at room 

temperature over night, concentrated and neutralized with 
hydrochloric acid to precipitate 7-(4-pyridyl) -2.3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.34g) as 
colorless crystals. 
35 mp 277-278"C(dec. ) . 

'H-NMR(<5ppm, DMSO-d.): 2.89 (2H. t. J=4.8Hz). 4.28 (2H. t. 
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J=4.8Hz), 7.10 (1H, d, J=8.6Hz), 7.68 ( 1H , s), 7.74-7.79 
(3H, m), 8.02 (1H, d, J=2.2Hz), 8.61 (2H, d, J=5.6Hz). 
Anal, for d.Hi 3 N(V0 . 1H 2 0: 
Calcd. C.71.42; H,4.94; N,5.21. 
5 Found C.71.30; H,4.80; N,5.05. 
Reference Example 94 

To a mixture of ethyl 7-bromo-2 , 3-dihydro-l- 
benzoxepine-4-carboxylate (0.5g), 2-furyl borate (0.22g), 
1M potassium carbonate (6ml) and ethanol (6ml) was added 
10 toluene (50ml) and, the mixture was stirred under argon 
atmosphere at room temperature for 30 minutes. To the 
mixture was added tetrakistriphenylphosphinepalladium 
(0.07g), and the mixture was refluxed over night and 
extracted with ethyl acetate. The organic layer was washed 
15 with water and saturated sodium chloride solution , and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/hexane ) to give 
colorless crystals (0.37g), which were dissolved in IN 
20 sodium hydroxide (10ml) and methanol (50ml). The mixture 
was stirred at room temperature over night, concentrated 
and acidified with hydrochloric acid. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
25 with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated to give 7 - ( 2-f uryl ) - 2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.3g) as 
colorless crystals, 
mp 234-235 t C(dec. ) . 
30 r H-NMR( 8 ppm, CDC1,) : 3.02 (2H, t, J=4.7Hz), 4.32 (2H, t, 
J=4.7Hz), 6.47 (1H, dd, J=1.5, 3 . 2Hz ) , 6.58 (1H, dd, J=0 . 7 , 
3.2Hz), 7.02 (1H, d, J=8.6Hz), 7.46 (1H, dd, J = 0.7, 1 . 5Hz ) , 
7.57 (1H, dd, J=2.2, 8.6Hz), 7.68 (1H, d, J=2.2Hz), 7.77 
(1H, s). 
35 IR(KBr) V : 1686cm" 1 . 
Anal, for C l5 Hi 2 0 4 : 
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Calcd. C70.31; H,4.72. 
Found C.70.31; H,4.73. 
Reference Example 95 

To a mixture of ethyl 7-bromo-2 . 3-dihydro-l- 
5 benzoxepine-4-carboxylate (0.5g). 4-dimethylaminophenyl 
borate (0.3g), l M potassium carbonate (6ml) and ethanol 
(6ml) was added toluene (50ml) . and the mixture was stirred 
under argon atmosphere at room temperature for 30 minutes 
To the mixture was added tetrakistriphenylphosphine- 
palladium (0.07g), and the mixture was refluxed over night 
and extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane) to 
give pale yellow crystals (0.45g), which were dissolved in 
IN sodium hydroxide (15ml), methanol (100ml) and 
tetrahydrofuran (25ml). The mixture was stirred at room 
temperature over night, concentrated and neutralized with 
hydrochloric acid to precipitate 7- ( 4-dimethylamino- 

phenyl)-2,3-dihydro-l-benzoxepine-4-carboxylic acid 
(0.4g) as pale yellow crystals, 
mp 281-282"C(dec. ) . 

l H-NMR(6-pp m , DMSO-d<): 2.87 (2H, t, J=4.6H 2 ), 2.93 (6H. s), 
4-23 (2H, t, J=4.6Hz), 6.78 (2H. d, J=8.8Hz), 6.99 ( 1H d' 
J=8.4Hz), 7.47-7.54 (3H. m) , 7.62 (1H, s), 7.67 (1H, d, ' 
J=2.2Hz). 

IR(KBr) v : 1676cm 1 . 

Anal, for C I9 H„N0 3 : 

Calcd. C,73.77; H,6.19; N,4.53. 

Found C, 73.57; H.6.22; N.4.64. 

Reference Example 96 

To a mixture of ethyl 7-bromo-2,3-dihydro-l- 
benzoxepine-4-carboxylate ( o . 5g) . 4- (pyrrolidin-l- 
71) Phenyl borate (0.35g), 1M potassium carbonate (6ml) and 
ethanol (6ml) was added toluene (50ml), and the mixture was 
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stirred under argon atmosphere at room temperature for 30 
minutes- To the mixture was added tetrakistriphenyl- 
phosphinepalladium (0.07g), and the mixture was refluxed 
over night and extracted with ethyl acetate. The organic 
5 layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. Under 
reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl 
acetate/hexane) to give pale yellow crystals (0.55g) , which 

10 were dissolved in IN sodium hydroxide (15ml), methanol 

(25ml) and tetrahydrof uran (25ml) . The mixture was stirred 
at room temperature over night , concentrated and neutralized 
with hydrochloric acid to precipitate 7- ( 4- (pyrrolidine 
1-yl ) phenyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 - carboxylic acid 

15 (0.5g) as pale yellow crystals, 
mp 266-267°C(dec. ) . 

l H-NMR( <5ppm, DMSO-d fi ): 1.94-2.00 (4H, m) , 2.87 ( 2H , t, 
J=4.4Hz), 3.25-3.30 (4H, m) , 4.22 (2H, t, J=4.4Hz), 6.59 
(2H, d, J=8.8Hz), 6.98 ( 1H , d, J-8.4Hz), 7.45-7.52 (3H, m) , 

20 7.61 (1H, s), 7.65 (1H, d, J=2.2Hz). 
IR(KBr) V : 1678cm* 1 . 
Anal, for C 21 H 2 iN(V0.2H 2 O: 
Calcd. C74.40; H,6.36; N,4.13. 
Found C, 74.49; H,6.39; N,4.47. 

25 Reference Example 97 

To a mixture of ethyl 7-bromo-2 , 3 -dihydro- 1- 
benzoxepine-4-carboxylate (0.5g), 4-piperidinophenyl 
borate (0.38g), 1M potassium carbonate (6ml) and ethanol 
(6ml) was added toluene (50ml) , and the mixture was stirred 

30 under argon atmosphere at room temperature for 30 minutes. 
To the mixture was added tetrakistriphenylphosphine- 
palladium (0.07g), and the mixture was refluxed over night 
and extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 

35 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
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alvel 6 ? T SU1Ca C01Um " <ethyl «•««./«-»») to 

IN sod h 7 CryStllS <0 - S23K " hi< =" -» in 
IN sodzum hydroxide (10ml). methanol ,25ml, and 

tetrahydrofuran ,25ml). The mixture was stirred at room 

° Ver " l9ht ' C °"""^° ** neutralized with 
hydrochloric aoid to precipitate 7-,4- plp eridi„o- 

^"M>-2.3-dihydro-l-oe„z„xe P i„e-4-carboxylic aoia 
(0.6g) as pale yellow crystals, 
mp 262-263t;(dec. ) . 
10 ■H-"»(«»-. DMSO-d.,. ..50-X.75 (6H . 2 37 

°: 2 *■ j - 8 - 8hzi ' <». .). -ea (1 „. d. 

15 TR(KBr) y • to->-> t /- ^ ~ -i 
Reference Example 98 

To a mixture, of ethyl 7-bromo-2 . 3-dihydro-ll 
benzoxeplne-4-carboxylat. ,0.5 g ,. 4-mor P holl„o p he„yl 

<6ml, was added toioene (50.1,. a „d the mixture was stirred 

211 I ""° SPhere " r °°™ '■*««"■» ^r 30 minutes. 
TO the mixture was added tetra*istri p he„yl P hos P hi„e- 
palladium ,0.07 g) . and the mixture was refluxed for 4 hours 
and extraoted with ethyl aoetate. The organlo layer was 

I d , T- " atSr SatUrat6d SOdiU " -"-io" 
and drzed with anhydrous magnesium sulfate, under reduced 
press the solve „ t „ as evaporate ^ aM 

purifzed with silioa g ,l column (ethyl a cetate/hex,„e, t0 

30 in , Cry " alS ( °- 54s »- — ""Olved in 

30 IN sodium hydroxide ,15ml,. methanol ,100ml, and 

etrahydrofuran ,100ml,. The mixture was stirred at room 

hyZch' °" er " l9ht ' — tr " ea — neutralized with 
hydrochloric acid to precipitate 7-,4-morphollno- 

35 PhSn r, ) " 2 ' 3 " dihS " lr0 - 1 - ben " ,let ' 1 -''-<=-'-yli<= acid 
" <0-44g) as colorless crystals. 

mp 291-292 < C(dec). 
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l H-NMR( <5pprn, DMSO-d«) : 2.87 (2H, t , J=4.8Hz), 3.12-3.17 (4H, 
m), 3.73-3.78 (4H, m) , 4.23 (2H, t , J=4.8Hz), 7.00 (3H, d, 
J=8.4Hz) , 7.51 (1H, dd, J=2. 4, 8.4Hz) , 7.56 (2H, d, J = 8.8Hz) , 
7.60 (1H, s), 7.69 (1H, d, J=2.4Hz). 
5 Anal, for C 2l H 21 N0 4 : 

Calcd. 0,71.78; H,6.02; N,3.99. 
Found C71.42; H,6.19; N,4.16. 
Reference Example 99 

To a mixture of ethyl 7-bromo-2 , 3-dihydro-l- 

10 benzoxepine-4-carboxylate (0.5g), 4- ( 1-imidazolyl ) phenyl 
borate (0.38g), 1M potassium carbonate (7ml) and ethanol 
(7ml) was added toluene (50ml) , and the mixture was stirred 
under argon atmosphere at room temperature for 30 minutes. 
To the mixture was added tetrakistriphenylphosphine- 

15 palladium (0.07g) , and the mixture was refluxed for 4 hours 
and extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 

20 purified with silica gel column (ethyl acetate) to give 
colorless crystals (0.53g), which were dissolved in IN 
sodium hydroxide (10ml) and methanol (50ml). The mixture 
was stirred at room temperature over night, concentrated 
and neutralized with hydrochloric acid to precipitate 

25 7 - ( 4 - ( 1 - imidazoly 1 ) phenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxylic acid (0.44g) as colorless crystals, 
mp >300 < C . 

J H-NMR( 6 ppm, DMSO-d 6 ): 2.89 (2H, t, J = 4.5Hz), 4.26 (2H, t, 

J=4.5Hz), 7.07 (1H, d, J=8.4Hz), 7.13 (1H, s), 7.55-7.68 
30 (3H, m), 7.73 (2H, d, J = 8.8Hz), 7.81 (1H, s), 7.85 (2H, d, 

J=8.8Hz), 8.33 (1H, s). 

Anal, for C 20 H l6 N 2 CV0 . 3H 2 0: 

Calcd. C71.12; H,4.95; N,8.29. 

Found C71.15; H,4.84; N,8.21. 
35 Reference Example 100 

In 1,2-dichloroethane (100ml) was suspended p-nitro- 
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benzylamine hydrochloride (8.1g). 4H-tetrahydrothio- 
pyran-4-one (5.0g) and triethylamine (6ml). and to the 
suspension was added sodium triacetoxy boron hydride (12 8g) 
under ice-cooling. Under nitrogen atmosphere . the mixture 
was stirred at room temperature for 9 hours. Under ice- 
cooling, to the mixture were added 37% formalin (3.9ml) and 
sodium triacetoxy boron hydride (12.8g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature over 
nxght. The solvent was evaporated, and the residue was 
10 neutralized with sodium hydroxide. The mixture was 

extracted with ethyl acetate . The organic layer was washed 
with water and saturated sodium chloride solution, and dried 
with anhydrous magnesium sulfate. Under reduced pressure 
the solvent was evaporated to give yellow oil (li. 5 g). to 
is which were added redu"»ri imn m„\ „ 

aim d^e Lie acia (200ml) . 
The mixture was stirred at room temperature over night The 
solvent was evaporated, and to the residue was added ethyl 
acetate . The precipitate was filtered off , and the filtrate 
was washed with sodium hydrogen carbonate solution, water 
20 and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure the 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/methanol/triethylamine ) 
to give 4-(N-methyl-N-(tetrahydrothiopyran-4-yl)amino- 
25 methyl) aniline (8.8g) as pale yellow crystals 
mp 88-89t. 

l H-NMR(«5pp m , CDC1J: 1.65-1.84 (2H, m) . 2.10-2.18 (*,."■) 
2-19 (3H. s), 2.45 (1H, tt. J-3.2. 13.0Hz), 2.65-2.71 (4H, 

30 To'u 3 ' 47 (2H ' SK 3 ' 61 br) ' 6 - 64 (2H ' *< J=8 - 4Hz )' 7.08 

30 (2H, d, J=8.4Hz). 

IR(KBr) V : 2932, 1620cm" 1 . 
Anal, for C U H J0 N 2 S': 
Calcd. C,66.06; H,8.53; N.11.85. 
Found C66.03; H.8.35; N.11.78. 
35 Reference Example 101 

A mixture of sodium methoxide (12. Sg) and dimethyl 
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carbonate (150ml) was added to 3-bromo-6 , 7 , 8 , 9- tetra- 
hydro-5H-benzocycloheptan-5-one (10. 8g), and the mixture 
was refluxed for 8 hours under nitrogen atmosphere. Under 
ice-cooling, the mixture was poured into IN hydrochloric 
5 acid r and the mixture was extracted with ethyl acetate . The 
organic layer was washed with and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate. The 
solvent was evaporated to give brown oil (13 . lg) , which was 
dissolved in dichloromethane (150ml). To the mixture was 

10 dropwise added sodium boron hydride dissolved in methanol, 
under ice-cooling. After starting materials disappeared, 
water was added to the reaction mixture, and the mixture 
was concentrated and extracted with ethyl acetate. The 
organic layer was washed with and saturated sodium chloride 

15 solution, and dried with anhydrous magnesium sulfate. The 
solvent was evaporated, and the residue was dissolved in 
dichloromethane (150ml). To the mixture was added 
triethylamine (29ml) , and to the mixture was dropwise added 
methane -sulf onylchloride (5.3ml) under ice-cooling. The 

20 mixture was stirred at room temperature under nitrogen 

atmosphere over night, and to the mixture was added water. 
The mixture was concentrated and extracted with ethyl 
acetate. The organic layer was washed with and saturated 
sodium chloride solution, and dried with anhydrous magnesium 

25 sulfate. The solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/hexane) to 
give methyl 2-bromo-6 , 7-dihydro-5H-benzo-cycloheptene- 
8-carboxylate (1.7g) as colorless crystals, 
mp 83-84^. 

30 1 H-NMR(5ppm, CDC1 3 ) : 1.97-2.10 (2H, m) , 2.62 (2H, t, 

J=6.6Hz), 2.72-2.78 (2H, m) , 3.82 (3H, s), 7.02 (1H, d, 
J=8.0Hz) , 7.32 (1H, dd, J=2.2, 8.0Hz) , 7.45 (1H, d, J = 2.2Hz) , 
7.60 (lH,s). 

IR(KBr) V : 2946, 1713cm- 1 . 
3 5 Anal, for C l3 H 13 Br0 2 : 

Calcd. C, 55.54; H,4.66. 



BNSOOCtD: <WO_9932468A1J_> 



WO 99/32468 

PCT/JP98/05707 

300 

Found C, 55.56; H.4.75. 
Reference Example 102 

To a mixture of methyl 2-bromo-6 . 7-dihydro-5H-benzo- 
cycloheptene-8-carboxylate ( 0 .5g), 4-piperidinophenyl 
5 borate (o.4g), 1M potassium carbonate (6ml, and ethanol 
(6ml) was added toluene (50ml) . and the mixture was stirred 
under argon atmosphere at room temperature for 30 minutes. 
To the mixture was added tetrakistriphenyl- 
Phosphinepalladium (0.08g), and the mixture was refluxed 
over night and extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solutxon, and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated, and the 
_ rescue was purified with silica gel column ( ethyl acetate/ 

J hexane) to give colorless nrv.^ic ln ..^.^ 

* '""•'3 / , wnlCn were 

dissolved in IN sodium hydroxide (15ml), me thanol (50ml) 
and tetrahydrofuran (50ml). The mixture was refluxed at 
room temperature for 2 hours, concentrated and neutralized 
with hydrochloric acid to precipitate 2- ( 4-piperidino- 

Phenyl)-6,7-dihydro-5H-ben Z ocycloheptene-8-carboxylic 
acid (0.46g) as colorless crystals. 

mp 219-220'C(dec. ) . 

l H-NMR( 6 ppm, DMSO-d« ): 1.50-1.70 (6H, m), 1.85-2.05 (2H m) 
2-56 (2H, t, J-6.4HZ), 2.80-2.82 (2H, s), 3.13-3.25 («' 
-). 6-99 (2H. d, J=8 .7HZ), 7.23 (1H, d. J=8 .0Hz), 7.47 (1H, 
dd J-1.8. 8.0Hz), 7.54 (2H, d, J= 8 . 7 Hz), 7.60 (1H, d, 
J=1.8Hz), 7.70 (1H, s). 
Anal, for C„H„NO, • 0 . 2H 2 0 : 
Calcd. C78.69; H.7.29; N,3.99. 
30 Found C.78.82; H.7.38; N.3.89. 
Reference Example 103 

To a mixture of N-t-butoxycarbonylpi P eridin-4-one 
3g; M. S. Ashwood et al., j. chem. Soc. Perxin Trans. 1, 
1995, 641-644) and methylamine hydrochloride (Ig) were added 
tnethylamine (2.1ml) and 1.2-dichloroethane(50ml) . Under 
xce-cooling, to the mixture was added sodium triacetoxy 
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boron hydride (4.5g), and the mixture was stirred under 
nitrogen atmosphere at room temperature for 4 hours . The 
mixture was neutralized with sodium hydroxide , concentrated 
and extracted with ethyl acetate. The organic layer was 
5 washed with saturated sodium chloride solution and dried 
with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated to give 1-t-butoxy-carbonyl- 
4-methylaminopiperidine (3.1g) as colorless oil. 
l H-NMR( 6 ppm, CDC1,): 1.13-1.33 (3H, m) , 1.33-1.54 (3H, m) , 

10 1.45 (9H, s), 1.83-1.88 (2H, xn) , 2.44 (3H, s), 2.44-2.56 
(1H, m), 2.73-2.87 ( 2H , m) , 4.01 (1H, br) . 
Reference Example 104 

In chlorobenzene (100ml) was dissolved 2-bromo-4 f - 
acetophenone (25.1g), and the mixture was dropwise added 

15 to a suspension of hexamethylenetetramine (15. 9g) in 
chlorobenzene (100ml). The mixture was stirred under 
nitrogen atmosphere at 60*C for 4 hours and cooled to 
precipitate crystals, which were filtered and washed with: 
ethanol and diethylether . The resulting crystals were 

20 added little by little to a mixture of 95% ethanol (100ml) 
and hydrochloric acid (50ml), and the mixture was stirred 
at room temperature over night. Precipitated crystal was 
filtered and washed with diethylether. To the crystal was 
added di-t-butyl bicarbonate (32g), triethylamine (29ml) 

25 and dichloromethane (500ml), and the mixture was stirred 
at room temperature for 2 hours , washed with water , 10% citric 
acid and water, and dried with anhydrous magnesium sulfate. 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl 

30 acetate/hexane) to give yellow solid (24. 9g), 12g of which 
was dissolved in ethanol (200ml) and ethyl acetate (50ml) . 
To the mixture was added 10% palladium on carbon (1.2g) and 
catalytic hydrogenation was carried out at room temperature 
for 6 hours. The catalyst was filtered off, and the solvent 

35 was evaporated to give colorless crystals ( 6 . 5g ) , 4g of which 
was dissolved in dimethylf ormamide (50ml). To the mixture 
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was added sodium hydride (60%. 1.4g) at - 3 C. and the mixture 
was stirred for 20 minutes. To the mixture was dropwise 
added 1. 4-dibromobutane (2. 1ml) . and the mixture was stirred 
under ice-cooling for 1.5 hours. To the mixture was 
ammonium chloride solution, and the mixture was extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated sodium chloride solution, and dried with 
anhydrous magnesium sulfate. Under reduced pressure . the 
solvent was evaporated, (4-aminophenyl) [ 1- (tert-butoxy- 

carbonyl)pi P eridin-2-yl]methanone (2.1g) as pale yellow 
crystals. 

mp 187-188X3. 

l H-NMR(5ppm, CDC1,): 1.42 (9H, br) , 1.43 (2H. br) , 1.80 ( IH 
br), 2.05 (IH, br), 3.22 (IH, br) , 3.95 (IH, br) , 4.09 (2H.' 
br), 5.55 (IH, br). 6.63 (2H, d. J=8.4K Z ). 7.79 (2H. d. 
J=8.4Hz) . 

IR(KBr) V: 3362, 2942, 1682cm 1 . 
Anal, for C l7 H 2 ,N a <V0. 1H.O: 
Calcd. 0,66.69; H,7.97; N.9.15. 
20 Found C.66.60; H.7.91; N.8.87. 
Reference Example 105 

Amixture of 2- ( 4 -nitrobenzyl) pyridine (J. Chem. Soc. . 
P549. 1929) (1.50g) and 5% Pd-C (0.15g) in ethanol (30ml) 
was vigorously stirred under hydrogen atmosphere for 8 hours 
25 and the Pd-C was filtered off. The filtrate was 

concentrated under reduced pressure, and the residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=l: 1-2:1) to give 2-(4-aminobenzyl)- 
pyridine (1.09g) as yellow oil. 
30 'H-NMR (200MHz, CDC1,) 6 3.41-3.75 (2H. m) . 4.05 (2H. s), 
6.50-6.69 (2H, m) , 6.97-7.16 (4H. m), 7.51-7.60 (IH. m) . 
8.48-8.57 (IH, m) . 

IR (neat) 3338, 3213, 3008, 1622. 1593, 1516, 1471 1433 
1281, 754 cm" 1 
35 Reference Example 106 

Under nitrogen atmosphere, to a solution of ethyl 
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magnesium chloride in tetrahydrof uran (1.58M, 95ml) was 
added diethyl phosphite (6.91g) under ice-cooling, and the 
mixture was stirred at room temperature for 1 hour. To the 
mixture was added benzyl bromide (7.2ml) , and the mixture 
5 was ref luxed for 4 hours . The reaction mixture was vigorously 
stirred and concentrated hydrochloric acid- ice was added 
to the mixture to stop the reaction. The mixture was 
extracted with diethylether and concentrated. To the 
residue was added chloroform, and the mixture was washed 
10 with water and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate/ethanol=3 : 1~*2 : 1 ) to give 
benzyldiethylphosphine oxide (1.45g) as colorless 
crystals. 

15 l H-NMR (200MHz, CDC1 3 ) $ 1-17 (6H, dt , J=16.6, 8.0 Hz), 

1.57-1.75 (4H, m), 3.14 (2H, d, J-14.4 Hz), 7.19-7.40 (4H, 
m) . 

IR (KBr) 3396, 2974, 16445, 1495, 1458, 1410, 1242, 1159, 
1124, 1034, 829, 789, 702 cm 1 

20 Reference Example 107 

To a mixture of nitric acid (0.4ml) and concentrated 
sulfuric acid (3ml) was added benzyldiethylphosphine oxide 
(1.05g) at 0*C, and the mixture was stirred at 50X: for 1 
hour. The reaction mixture was added to ice -water, and 

25 ammonia solution was added to the solution to neutralize 
the solution, which was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated. 
The residue was separated and purified with column 

30 chromatography (ethyl acetate/ethanol=3 : 2~*1 : 1 ) to give 
4-nitrobenzyldiethylphosphine oxide (518mg) as pale yellow 
crystals. 

'H-NMR (200MHz, CDC1 3 ) 6 1.18 (6H, dt , J=17.0, 8.0 Hz), 
1.64-1.86 (4H, m), 3.23 (2H, d, J=13.6 Hz), 7.49 (2H, dd, 
35 J=8.8, 1.6 Hz), 8.20 ( 2H , d, J=8.8 Hz). 

IR (KBr) 1599, 1506, 1340, 1169, 864, 773, 694, 501 cm" 1 
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Reference Example 108 

A mixture of 4-nitroben 2 yldiethylphosphine oxide 
(0.4g) and 10% Pd-C (0.06g) methanol (10ml) was vigorously 
stirred under hydrogen atmosphere for 16 hours, and the Pd-C 
5 was filtered off. The filtrate was concentrated under 
reduced pressure to give 4-aminobenzyldiethylphosphine 
oxide (349mg) as brown oil. 

'H-NMR (200MHz, CDC1,) 8 1. 16 (6H , dt , J=16>6# 18 m 
1.56-1.76 (4H, m), 3.02 (2H, d, J=l 4 .4 Hz), 6.64 (2H. d. 
10 J=8.4 Hz). 7.03 (2H, dd, J=8.4. 1.8 Hz) 

M (neat, 3336, 1630. 1614, 1516, 1460, 1408, 1284, 1157. 
1126, 841, 791, 768, 540 cm 1 
Reference Example 109 

Under nitrogen atmosphere, to a solution of propyl 

magnesium bromide in tA*-*-ah"*-~* _ . 

, . — i^w.ui.au v^n, tovg) was added 

dxethyl phosphite (18. Og) under ice-cooling, and the mixture 

was stirred at room temperature for 3 hours . To the reaction 

mixture was added benzyl bromide (24.7ml), and the mixture 

was refluxed for 5 hours. The reaction mixture was 

vigorously stirred and added to concentrated hydrochloric 

acid-ice to stop the reaction. The mixture was extracted 

with ethyl acetate and concentrated. The residue was 

separated and purified with column chromatography (ethyl 

acetate-ethyl acetate/ethanol=3:l) to give 

benzyldipropylphosphine oxide (25.33g) as colorless 
crystals. 

'H-NMR (200MHz, CDC1J 6 0.94-1.09 (6H, m) . 1.49-1.75 (8H, 

3.15 (2H, d, J=14.6 Hz), 7.19-7.39 (5H, m) . 
» (KBr) 3425, 2964, 1645. 1603. 1497. 1456. 1242, 1161, 
30 1126, 1080, 1030. 843 cm" 1 
Reference Example 110 

To a mixture of nitric acid (3.6ml) and concentrated 
sulfuric acid (22ml) was added benzyldipropylphosphine- 
oxide (io.73g) at ot . and the mixture was stirred at 60TJ 
for 1 . 5 hours . The reaction mixture was added to ice-water 
and ammonia solution was added to the mixture to neutralize 
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the solution, which was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated. 
The residue was separated and purified with column 
5 chromatography (ethyl acetate/ethanol=9 : 1~*4 : 1 ) to give 
4-nitrobenzyldipropylphosphine oxide (3.77g) as pale 
yellow crystals. 

'H-NMR (200MHz, CDC1 3 ) 6 0.96-1.09 (6H, m) , 1.51-1.75 (8H, 
m), 3.20 (2H, d, J=13.6 Hz), 7.47 (2H, dd, J = 8.8, 2.0 Hz), 

10 8.21 (2H, d, J=8.8 Hz) . 

IR (KBr ) 1527, 1431, 1352, 1028 cm -1 
Reference Example 111 

A mixture of 4-nitrobenzyldipropylphosphine oxide 
(3.0g) and 5% Pd-C (0.3g)in ethanol (50ml) was vigorously 

15 stirred under hydrogen atmosphere for 16 hours , and the Pd-C 
was filtered off. The filtrate was concentrated under 
reduced pressure. The residue was separated and purified 
with column chromatography ( ethanol /ethyl acetate=l : 5-* 
1:4) and recrystallized from ethanol-ethyl acetate to give 

20 4-aminobenzyldipropylphosphine oxide (1.78g) as colorless 

crystals, 
m.p. 104-106^ 

l H-NMR (200MHz, CDC1 3 ) <5 0.88-1.12 (6H, m) , 1.43-1.72 (8H, 
m), 3.01 (2H, d, J=14.8 Hz), 3.52-3.76 ( 2H , m) , 6.65 (2H, 
25 d, J = 8.6 Hz), 7.01 (2H, dd, J=8 . 6 , 2.0 Hz). 

IR (KBr) 3348, 3209, 2058, 1608, 1512, 1155, 1126, 852 cm" 1 
Elemental Analysis for C L3 H 22 NOP 

Calcd. C, 65.25 ; H, 9.27 ; N, 5.85 ; P, 12.94 : 
Found. C, 65.16 ; H, 9.04 ; N, 5.91 ; P, 12.94. 

30 Reference Example 112 

Under nitrogen atmosphere, to a solution of 2-bromo- 
3-hydroxypyridine (lO.OOg) in DMF (100ml) was added sodium 
hydride (60% oil, 2.5g) at oV , and the mixture was stirred 
for 30 minutes. To the reaction mixture was added methyl 

35 iodide (4.0ml), and the mixture was stirred at room 

temperature for 2 hours . To the reaction mixture was added 
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The te oraa nd T ^ ^ aCetate ' 

The organxc layer was washed with saturated sodium chloride 

solution dried with magnesium sulfate and concentrated. 
Under reduced pressure, the residue was separated and 
5 pur fied with column chromatography (ethyl acetate/hexane- 
1^2) to gxve 2-bromo-3-methoxyp y ridine (9.24g, as colorless 
crystals . 

m.p.41-43'C 

'H-«™ (2 „„ m2 . CDC1>) s (3Hi s) ? ^ 

a w 30,5. 1468 , l414 . 1293> U05 

/ 9 1 , 6 6 7 cm 

Elemental Analysis for C 6 H 6 NO 
15 Calcd. C, 38.33 ? Hi 3.22 ; N, 7 45 

Found. C, 38.35 ; H, 3.07 N ' 7.M." 
Reference Example 113 

dieth^ : h SOlUti ° n ° f 2 - br ° mo " 3-n.ethoxypy r i dine (1 . 0 0g, in 
diethylether ( 20ml ) was added a solution of n-butyllithium 
20 inhexane ».„. 3.7ml, at -78*. an, the mixture was stirred 
for i hour to prepare the lithium salt, which was dropwise 
added to a solution of 4-nitrobenzaldehyde (O.Slg) in 

trahydrofuran (lOml) cooled at -78*. The mixture was 
stirred at -78*. To the reaction mixture was added water 
to stop the reaction> and the extracted 

ethyl acetate . The organic layer was washed with saturated 
sodxum chloride solution, dried with magnesium sulfate and 
concentrated. Under reduced pressure, the residue was 
separated and purified with column chromatography (ethyl 
> acetate/hexane = l:3^ :1) to give 3-.^ LJJ.^^J 

I p^^eT^ 6 ' 11 " 01 (?42m9) 33 yell ° W CCyStalS - 

'H-NMR (200MHz. CDC1 5 ) 6 3. 81 (3H. .,. 5. 64 (1H, d. J=6 . 8 
H«). 6.02 (1H, d . J =6 .8 Hz). 7.17 (1H . dd, J= 8 .4 1 4 Hz) 

7- 27 (1H. dd, J-8.4. 4.6H2) 7 58 f2Hd ( i Tin 

ft is /™ ^ ( H ' dt3 ' J=7 -°- 2.0 Hz), 

8- 15 (2H, dd, J.7.0. 2.0 HZ). 8.21 UH . dd. J--4.6, 1. 4 «,). 
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IR (KBr ) 3348, 1524, 1464, 1344, 1284, 1053, 1020, 837, 797, 
744, 689 cm" 1 

Elemental Analysis for C l3 H l2 N 2 04 
Calcd. C, 60,00 ; H, 4.65 ; N, 10.76 : 
5 Found. C, 59.97 ; H, 4.57 ; N, 10.82. 
Reference Example 114 

A mixture of ( 3-methoxypyridin-2-yl) - ( 4-nitro- 
phenyl) methanol (600mg) and 5% Pd-C (0.06g) in ethanol 
(20ml) was vigorously stirred under hydrogen atmosphere for 
10 3 hours, and the Pd-C was filtered off. The filtrate was 
concentrated under reduced pressure to give (4-amino- 
phenyl)-(3-methoxypyridin-2-yl)-methanol (483mg) as pale 

yellow crystals. 

l H-NMR (200MHz, CDCl,) 0 3.51-3.65 ( 2H , m) , 3.75 (3H, s), 
15 5.33 (1H, d, J=7.1 HZ), 5.85 (1H, d, J=7 . 1 Hz), 6.60 (2H, 
dd, J=6.6, 1.8 Hz), 7.08-7.23 (4H, m) , 8.17 (1H, dd, J=4.6, 
1.4 Hz ) . 

IR (KBr) 3458, 3463, 3323, 1626, 1614, 1518, 1454, 1427, 

1279, 1178, 1038, 835, 804 cm' 1 
20 Reference Example 115 

A solution of diethyl benzylphosphonate (25g) in 

methanol (10ml) and concentrated hydrochloric acid (500ml) 

solution was refluxed for 4 days. The mixture was cooled 

to room temperature, and precipitated crystal was collected 
25 by filtration to give benzylphosphonic acid (11.17g) as 

colorless crystals . 

m.p. 171-173*0 

l H-NMR (200MHz, DMSO-d 6 ) 6 2.96 (2H, d, J = 21.6 Hz), 

7.13-7.34 (5H, m) . 
30 IR (KBr) 2779, 2330, 1497, 1458, 1263, 1074, 993, 943, 781, 

694, 527, 428 cm' 1 

Elemental Analysis for CiH»0 3 P 

Calcd. C, 48.85 ; H, 5.27 ; P, 18.00 : 

Found. C, 48.75 ; H, 5.01 ; P, 17.78. 
35 Reference Example 116 

Under nitrogen atmosphere, to a mixture of magnesium 
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(3.39g) and a p ieC e of iodine in diethylether (16ml) was 
dropwise added a solution of l a h,-h w 

1 0 Hih. ^ On0fl ' 4 - dlbrom °butane (5.55ml) and 

,2-dxbromoethane (2ml) in diethylether (80ml, at 40^ for 

5 emn"" , miXtUr6 ^ f0r 1 *«. -oled to room 
5 emperature and allowed to stand for 2 hours. The upper 

the dx-Grxgnard reagent, which was dissolved in 
dxchloro-methane (210ml). The resulting di-Grignard 
reagent as it is was used for the M , n bri 9 nard 

-d then 2 drops of DMF and T * ^ 

4 hours an* miXtUre Was "fluxed for 

4 hours and concentrated under reduced pressure. The 
residue was dissolved in dichloromethane (210ml, and the 
mxxture was cooled to Ot: Tothon,^ 
15 a -m • ^ mature was dropwise added 

a s °lutxon of the. ab<wo *s 

•*■ ,JJ - J -M"<ii.u reagent in 
dxchloromethane, which was cooled to nr ^ 
for 1 hnnr- * * ^ ° to 0L - ' through cannula 

for 16 ho mlXtUre Stlrred at — temperature 

for 1 hours. To the reaction mixture were added 10% 

20 Z; 7 Ch ! 0rlde SOlUti ° n (1 ° 0ml) «" ~ed sodium 
chlorxde solution, and the mixture was extracted with 

dxchloromethane. The organic layer was washed with 

saturated sodium chloride soluM™ * ■ , 

sulfate solutxon, drxed with magnesium 

resfll C ° nCen trat6d UndSr redUCed P«««e. The 
25 I" ! SSParated and PUrlfled w "h column 

chromatography (ethanol/ethyl acetates , 4 , to give 1- 

TZ T 3 * 110 ™*- 1 - 0 * 1 ** (4 - 839) as -lorless crystals 
H-NMR (200MHz, CDCl,) ,5 i 40 - 2 or r«» > crystals. 

J=15 0 Hy1 , „ , (8H ' m) ' 3 ' 27 < 2H ' d - 

15 -° Hz >< 7.11-7.42 (5H. m). 

IR (KBr) 2951, 1643, 1495. 1454, 1406 1265 1236 ii» 
30 1120, 702 cm" ' 236 ' U65 ' 

Reference Example 117 

nxtrlc ,= ia (1 . 7mI) ana sulfurlo aold 

« x ture „ as stlrrea at 50 _ 6oX . for 2 ^ • a th. 

solution. Th e ml « ure uas ext „ ctSQ „ uh ethyl ^^^^ 
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The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated. 
Under reduced pressure, The residue was separated and 
purified with column chromatography (ethanol/ethyl 
5 acetate=l : 4-*l :1) to givel- ( 4-nitro-benzyl)phosphorane- 
1 -oxide (2.22g) as yellow crystals. 

l H-NMR (200MHz, CDC1,) 8 1.55-2.13 (8H, m) , 3.32 (2H, d, 
J=13.8 Hz) , 7.50 (2H, dd, J = 8.8, 1.8 Hz) , 8.22 (2H, d, J=8.8 
Hz) . 

10 IR (KBr) 3402, 2954, 1514, 1346, 1171, 860, 700 cm" 1 
Reference Example 118 

A mixture of 1- ( 4-nitrobenzyl )phosphorane-l-oxide 
(1.80g) and 10% Pd-C (0.2g) in ethanol (30ml) was vigorously 
stirred under hydrogen atmosphere for 24 hours, and the 

15 catalyst was filtered off. The filtrate was concentrated 
and purified with column chromatography (ethanol/ethyl 
acetate=l:2) and recrystallized from ethanol-diethylether 
to give 1- ( 4-aminobenzyl)phosphorane-l-oxide (0.90g) as 
colorless crystals . 

20 l H-NMR (200MHz, CDC1 3 ) (5 1.32-2.02 (8H, m) , 3.16 (2H, d, 
J = 14.6 Hz), 3.52-3.74 (2H, m) , 6.65 (2H, d, J = 8 . 4 Hz), 7.04 
(2H, dd, J=8*4, 2.2 Hz) . 

IR (KBr) 3386, 3338, 3228, 1641, 1612, 1516, 1296, 1263, 
1174, 1124, 833 cm" 1 

25 Reference Example 119 

Under nitrogen atmosphere, to a solution of 2-bromo- 
3-methoxymethoxypyridine (lO.OOg) in diethylether (150ml) 
was added a solution of n-butyllithium in hexane (1.6M, 
31.5ml) at -78^, and the mixture was stirred for 1 hour to 

30 prepare the lithium salt. The resulting lithium salt was 
dropwise added to a solution of 4-nitrobenzaldehyde (6.93g) 
in tetrahydrof uran (100ml) cooled at -78*0, and the mixture 
was stirred at the same temperature for 3 hours. To the 
reaction mixture was added water to stop the reaction, and 

35 the mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution, 
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dried with magnesium sulfate and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane=l , 3-1 , 2 ) to 
give ( 3 -methoxymethoxypyridin - 2 -yl ) - ( 4 -nitrophenyl ) - 
5 methanol (U.78g) as yellow oil. 

'H-NMR (200MHz, CDC1,) 6 3.27 (3H. .,. 5.12 (1H. d. J=7 0 
HZ). 5.20 (1H. d. J-7.0 HZ), 5.70 (1H. d. J=7.0 Hz), 6.02 
UH, d, J=7.0 Hz), 7.25 (1H, dd, J=8.4, 4.4 Hz), 7.42 (1H 
dd J-8.4. 1.4 Hz), 7.58 (2H, d, J= 8 .8 Hz), 8.15 (2H, d. 
10 J=8.8 Hz), 8.27 (1H, dd, JM.4, 1.4 Hz) 

IR (neat) 3390, 1522. 1448, 1348, 1155. 1084, 1055, 980. 
824, 849, 800, 744, 700 cm" 1 
Reference Zxample 120 

A mixture of (3-methoxymethoxypyridin-2-yl) - ( 4- 
nitrophenyl ) methanol m i , r> J _ . . 

ru-t \±.tgi inethanoi 

(100ml) was vigorously stirred under hydrogen atmosphere 
for 24 hours. The catalyst was filtered of. and the filtrate 
was concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=l: 1-2:1) to give 2- ( 4-aminobenzyl) -3- 
methoxymethoxypyridine (2.92g) as orange oil 
H-NMR (200MHz, CDC1 3 ) 8 3.37 (3H, s), 4.08 (2H, s), 5 16 
(2H, s), 6.59 (2H, dd, J=8 . 4 , 2.0 Hz), 7.04-7.19 (3H, m) 
7-33 (1H. dd, J.8.4, 1.2Hz), 8.18 (1H, dd, J=4.8, 1.2 Hz)' 
IR (neat) 3433, 3352, 3219, 1620, 1514, 1446, 1265, 1153 
1082, 985, 922, 798 cm" 1 
Reference Example 121 

Under nitrogen atmosphere, to a mixture of magnesium 
(3.2g) and a piece of iodine in diethylether (20ml) was 
dropwise added to a solution of 1 , 5-dibromopentane (13.21g) 
and 1.2-dibromoethane (1.21ml) in diethylether (80ml) at 
40TC for 1 hour. The mixture was refluxed for 1 hour, cooled 
to room temperature and allowed to stand for 2 hours. The 
upper layer of diethylether was removed through cannula 
to obtain the di-Grignard reagent, which was dissolved in 
dxchloromethane (250ml). The resulting di-Grignard 
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reagent as it is was used for the following reaction. To 
benzylphosphonic acid (lO.Og) was added thionyl chloride 
(30ml) and then a drop of DMF , and the mixture was refluxed 
for 3 hours and concentrated under reduced pressure. The 
5 residue was dissolved in dichloromethane (210ml), and the 
mixture was cooled to 0*C . To the mixture was dropwise added 
a solution of the above di-Grignard reagent in 
dichloromethane, which was cooled to 0*C , through cannula 
for 1-hour, and the mixture was stirred at room temperature 

10 for 20 hours. To the reaction mixture were added 10% 

ammonium chloride solution (100ml) and saturated sodium 
chloride solution, and the mixture was extracted with 
dichloromethane. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 

15 sulfate and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography ( ethanol/ethyl acetate=l : 3~*1 : 2 ) to give 
1-benzylphosphorinane-l-oxide C5.39g) as colorless 
crystals . 

20 'H-NMR (200MHz, CDC1 3 ) <5 1.36-2.18 (10H, m) , 3.17 (2H, d, 
J=14.0 Hz), 7.23-7.42 (5H, m) . 

IR (KBr) 2939, 2912, 2886, 1493, 1452, 1404, 1232, 1161, 
827, 700 cm" 1 
Reference Example 122 

25 To a solution of diethyl benzylphosphonate (2.5g) in 

tetrahydrofuran (500ml) was added Red-Al (70% toluene 
solution) (3.8g) at room temperature, and the mixture was 
stirred until gas production stopped. To the reaction 
mixture was added 1 , 5-dibromopentane (25.18g), and the 

30 mixture was stirred at 50-60*0 for 16 hours . To the reaction 
mixture was added water (20ml) , and precipitate was removed 
by filtration. The filtrate was concentrated under reduced 
pressure, and the residue was separated and purified with 
column chromatography (ethyl acetate— "ethanolethyl 

35 acetate=l:2) to give 1-benzylphosphorinane-l-oxide (8.41g) 
as colorless crystals. 
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'H-NMR (200MHz, CDC1 3 ) 6 1.36-2.18 (10H, a). 3.17 (2H d 
J-14.0 Hz), 7.23-7.42 (5H. m) . 

IR (KBr) 2939, 2912, 2886. 1493, 1452, 1404, 1232, 1161 
827, 700 cm" 1 
5 Reference Example 123 

To l-benzylphosphorinane-l -oxide (5.39g) were added 
nitric acid (1.94ml) and sulfuric acid (15ml) at ot, and 
the mixture was stirred at 50-60X: for 2 hours . The reaction 
mixture was added to crushed ice- water, neutralized with 
ammonia solution and extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purified with column chromatography (ethanol/ethyl 
15 acetate=l:3-U:2) to give 1 - ( 4-nitrobenzyl) - 

phosphorinane-l-oxide (2.47g)as pale yellow crystals 
H-NMR (200MHz, CDC1,) 5 1.46-2.18 (10H. m) , 3.28 (2H d 
J=13.6Hz), 7.48 (2H, dd, J=8.8, 2.2 Hz). 8.21 (2H, d, J=8.8 
Hz) . 

IR (KBr) 2926, 1599, 1516, 1348, 1230, 1159. 1132, 864 822 
696 aiT 1 

Reference Example 124 

A mixture of 1- (4-nitrobenzyl)phosphorinane-l-oxide 
(2.25g) and 10% Pd-C (0.2g) in ethanol (30ml) was vigorously 
stirred under hydrogen atmosphere for 24 hours. The 
catalyst was filtered off, and the filtrate was concentrated 
recrystallized from ethanol-diethylether to give l-(4- 

aminobenzyl)-phosphorinane-l-oxide (1.5g) as pale yellow 
crystals. 

l H-NMR (200MHz, CDC1,) 6 1.27-2.16 (10H, m) , 3.06 (2H d 
J=13.8 Hz), 3.53-3.80 (2H, m) , 6.65 (2H, d, J=8.3 Hz). 7.05 
(2H, dd, J=8.3, 2.0 Hz). 

IR (KBr) 3386, 3334, 3224, 2939. 1639, 1612. 1514. 1296. 
1225, 1153, 1120. 841 cm" 
35 Reference Example 125 

Under argon atmosphere, to a solution of 4- 
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ethylbromobenzene (lO.Og) in tetrahydrof uran (60ml) was 
added n-butyllithium ( 1 . 6M hexane solution) (37.2ml) at 
-78t:, and the mixture was stirred for 1 hour. To the 
reaction mixture was dropwise added a solution of tributyl 
5 borate (13.68g) in tetrahydrof uran (30ml) , and the reaction 
mixture was warmed to room temperature and stirred at room 
temperature for 2 hours. To the reaction mixture was added 
10% sulfuric acid (100ml), and the mixture was stirred for 
1 hour. The mixture was extracted with ethyl acetate. The 
10 organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was dissolved in 
acetone (30ml), and to the mixture was added 10% sulfuric 
acid (50ml). The mixture was stirred at room temperature 
15 for 16 hours, and under reduced pressure acetone was 

evaporated. The mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
20 purified with column chromatography (ethyl acetate/hexane= 
1:2) to give crude 4-ethylphenyl borate (0.91g) as colorless 
solid. Under argon atmosphere, a solution of ethyl 7- 
bromo-2, 3-dihydro- l-benzoxepine-4-carboxylate (500mg) , 
the above crude 4-ethylphenyl borate (0.32g) and potassium 
25 carbonate (0.49g) in toluene-ethanol-water (20-2-2ml) was 
stirred at room temperature for 1 hour. To the reaction 
mixture was added tetrakistriphenyl-phosphinepalladium 
( 0 . 06g ) , and the mixture was ref luxed for 18 hours and cooled 
to room temperature. The organic layer was washed with 
30 saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 15 ) to give ethyl 
7 - ( 4 - e thylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
35 carboxylate (464mg) as colorless crystals, 
m.p. 81-83^ 
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! H-NMR (200MHz, CDCl,) 6 1.28 (3H. t. J-7.6 Hz), 1. 36 (3H 
t. J-7.2 Hz). 2.69 (2H. q, J=7.6 Hz). 3.00 (2H. t. J=5.2 
Hz). 4.29 (2H .q. J=7 .2 Hz). 4.30 (2H, t, J=5.2 Hz) 7 04 
(1H. d. J =8 .4 Hz). 7.27 (2H. d, J =8 .6 Hz). 7.44-7.51 (3H 
5 m). 7.55 (1H. d. J=2.6 Hz , , 7.65 (1H, br s). 

IR CKBp) 1699, 1493, 1302, 1254. 1213. 1012. 822 cm' 
Elemental Analysis for C 21 H 22 0 3 
Calcd. C, 78.23 ; H, 6.88 s 
Found. C, 78.05 ; H, 6.61. 
10 Reference Example 126 

To a solution of ethyl 7- ( 4-ethylphenyl) -2,3- 
dxhydro-l-benzoxepine-4-carboxylate (430mg) in ethanol 
(20ml) was added IN sodium hydroxide (4.0ml) at room 
temperature, and the mixture was stirred for 24 hours and 

concentrated under reduced pressure. To -- 

added IN hydrochloric acid (15ml), and theVxTuprias 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated to give crystals, which 
were collected by filtration to give 7- (4-ethylphenyl )- 

2.3-d i hydro-l-benzoxepine-4-carboxylic acid (328mg) as 
colorless crystals. 

m.p. 241-243^ 

'H-NMR (200MHZ. CDCl,, 6 1.28 (3H. t, J=7.8 Hz). 2.70 (2H 
25 g. J=7.8 Hz), 3.02 (2H. t. J-4.8 Hz). 4.33 (2H, t, J=4.8 
Hz). 7.05 (1H. d. J =8 .4 Hz), 7.27 (2H, d, J=8.0), 7.46- 
7.56 (4H. m), 7.78 (1H. br s). 

IR (KBr) 2966, 1689, 1491, 1437, 1263, 1230, 822 cm- 
Elemental Analysis for C^.O: 
30 Calcd. C. 77.53 ; H, 6.16 : 
Found. C, 77.52 ; H. 6.27. 
Reference Example 127 

Under argon atmosphere, to a solution of 4-tert-butyl- 
bromobenzene (10. 0g, in diethylether (50ml) was added 
n-butyllithium (1.6M, hexane solution) (32.3ml) at -78t 
and the mixture was stirred for 1 hour. To the reaction 
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mixture was dropwise added trimethyl boric acid (16ml) in 
diethylether (30ml), and the mixture was warmed to room 
temperature and stirred at room temperature 16 hours. To 
the reaction mixture were added IN hydrochloric acid (50ml) 
and water, and the mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purified with column chromatography (ethyl acetate/hexane- 
1:9) to give crude 4 -tert- phenyl borate ( 0 . 84g) as pale 
yellow oil. Under argon atmosphere, a solution of ethyl 
7-bromo-2.3-dihydro-l-benzoxepine-4-carboxylate (500mg) . 
the above crude 4-tert-butylphenyl borate( 0 . 59g) and 
potassium carbonate (0.47g) in toluene-ethanol-water 
15 (20-2-2ml) was stirred at room temperature for 1 hour. To 
the reaction mixture was added tetrakistriphenylphosphine 
palladium (0.06g) , and the mixture was refluxed for 20 hours 
and cooled to room temperature. The organic layer was 
washed with saturated sodium chloride solution, dried with 
20 magnesium sulfate and concentrated under reduced pressure . 
The residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 19 ) to give ethyl 
7 - ( 4 - tert -butyl -phenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxylate (504mg) as colorless oil. 
25 l H-NMR (200MHz, CDC1,) 6 1.36 (9H. s), 1.36 (3H. t, J=7.2 
HZ), 3.00 (2H, t, J=4.7 Hz), 4.29 (2H, q, J=7.2 Hz), 4.30 
(2H, t, J=4.7 Hz), 7.04 (1H, d, J=8.2 Hz), 7.42-7.56 (6H, 
m) , 7.65 (1H, br s) . 

IR (neat) 1731, 1491, 1298, 1246, 1211, 1184, 1090, 1018. 
30 824 cm" 

Reference Example 128 

To a solution of ethyl 7- ( 4-tert-butylphenyl) -2 . 3- 

dihydro-1 -benzoxepine- 4 -carboxylate (503. 8mg) in ethanol 

(10ml) was added IN sodium hydroxide (2.0m) at room 
35 temperature, and the mixture was stirred for 64 hours and 

concentrated under reduced pressure. To the residue was 
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added IN hydrochloric acid M 5 ml. " ^ 

exfrarffl , 1 15ml) # and the mixture was 

»ith Lf " ethyl acetate • The orgMic — «-»- 

w^h saturated sodiun, chlorlae 

magnesiun, sulfate and concentrated. The resulting crystal 
5 was collected by filtration to give 7-,4-tert- 

Phenyl -2.3-dlhydro-l-benzo*epi„,.4-c.rboxylic add 
(396mg) as colorless crystals, 
m.p. 259-261°C 

'H-NMR (200MHz. CDC1.) 0 1.37 (OH. s). 3.03 (2H t .1 . ■ 
(*H, m), 7.79 (1H, br s). 

» (Or) 2951, 1678, 1489, l263 . 8 29, 820 cm- 
Elemental dialysis for C 21 H J2 0 3 
Calcd. C, 78.23 ; H, 6.88 s 
15 Found. C, 78.10 ; H, 6.81. 
Reference Example 129 

2 3-di U hl r o7r • =^"ion of ethyl ,-hro.o- 

2 3 Hh,dro-l-ben Z o«epi„e-4-carbo«ylate (soomg). ,- 
chloro-phenyl borate ,28o m g, and p,tessi„ m carbonate 
( 464ma 1 in . 



20 



25 



30 



35 



(464mg) in toluene-ethanol-water (20-2 7 m n ^ 6 

_„ m . water uo-2-2ml) was stirred at 

room temperature for 1 hour Tn ^ 

add** *• «. „• he reaotion mixture was 

added tetrak ls tri P henyl- phoS p h i nepalladiuin < 0 . 06g) and 

*e mixture was refluxed for 24 hours and cooled to room 

emperature. The organic layer was washed with saturate" 

^- chloride solution, dried with magnesium sulfate nd 

concentrated under reduced pressure. The residue was 

separated and purified with column chromatography (ethyl 

acetate/hexane=l:l 9 ) to give ethvl 7 n m 

j , ... A , 91ve eth y- L 7 -(4-chlorophenyl)- 

2, -dxhydro-l-henzoxepine-4-carboxylate (459mg, as 
colorless crystals. 

m.p. 131-l34t: 

'H-NMR (200MHz, CDC1,) 5 l 36 ,,h * t „ 

. _ „ J/ X - J6 < 3H < t. J=7.2 Hz), 3.01 (2H 

/• 37-7. 52 (6H, m), 7.64 (1H s) 

» (KBr) 1705, 1485, 1302. 1255,' 1213> 82Q ^ 
Elemental Analysis for CH.^Cl 



1NSDOCID: <WO_993246aA1_L> 



WO 99/32468 



317 



PCT/JP98/05707 



Calcd. C, 69.41 ; H, 5.21 ; CI. 10.78 : 
Found. C, 69.16 ; H, 5.12 ; CI. 10.85. 
Reference Example 130 

To a solution of ethyl 7- ( 4-chlorophenyl) -2 , 3- 
5 dihydro-l-benzoxepine-4-carboxylate (400mg) in 

tetrahydrofuran-ethanol (10-10ml) was added IN sodium 
hydroxide (2.0ml) at room temperature, and the mixture was 
stirred for 42 hours and concentrated under reduced pressure . 
To the residue was added IN hydrochloric acid (15ml). and 

10 the mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution , 
dried with magnesium sulfate and concentrated. The 
resulting crystal was collected by filtration to give 
7 - ( 4 - chlorophenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 

15 carboxylic acid (342mg) as colorless crystals, 
m.p. 263-264X: 

'H-NMR (200MHz, CDC1,) <5 3.03 (2H. t. J-4.7 Hz), 4.34 (2H, 
t, J=4.7 Hz), 7.07 (1H. d. J=8.4 Hz), 7.35-7.55 (6H, m) , 
7.76 (1H. br s) . 

20 IR (KBr) 2959, 1680. 1483. 1267. 1230, 818 cm 1 
Elemental Analysis for CnH^OjCl 
Calcd. C, 69.89 ; H, 4.36 ; CI, 11.79 : 
Found. C, 67.55 ; H, 4.19 ; CI. 11-46. 
Reference Example 131 

25 Under argon atmosphere, a solution of ethyl 7-bromo- 

2, 3 -dihydro- 1 -benzoxepine- 4 -carboxylate (500mg), 4-tri- 
fluoromethylphenyl borate (351.5mg) and potassium 
carbonate (0.47g) in toluene-ethanol-water (20-2-2ml) was 
stirred at room temperature for 1 hour. To the reaction 

30 mixture was added tetrakistriphenylphosphinepalladium 

( 0 . 06g) , and the mixture was ref luxed for 20 hours and cooled 
to room temperature. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated under reduced pressure. The 

35 residue was separated and purified with column 

chromatography (ethyl acetate/hexane=l : 10 ) to give ethyl 
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7-(4-trifluorom^^ 

4-carboxylate (489mg) as colorless crystals 
m.p. 107-llot 

-B-M (200«HZ. CDCX,, 6 U „ (3H . t . 

„" "; ■ *-•««■>.'■« ,...4. 2 . 4H „. 7 . 5S 

(1H. d. J-2.4 Hz). 7.62-7.73 (5H. m) . 

TJJZ'!T' 1257 - 1126 - U07 ' io68 ' io12 - 

Elemental Analysis for CH.iCF, 
10 Calcd. c. 66.30 , H, 4.73 ; p. 15.73 : 
Found. C, 66.40 ; H, 4.63 ; F. 15.44. ' 
Reference Example 132 

2 3 A° ! SOlUti ° n ° f Sthyl ^^^^omethylphenyl)- 
2,3-dxhydro-l-benzoxeplne-4-carboxylate (440mg) in 
tetrahydrofuran-ethanol (10-I0ml, was added IN sodium 
hydroxide (4.01) at room temperature, and the mixture was 
stirred for 20 hours and concentrated under reduced pressure . 
To the residue was added IN hydrochloric acid (5ml). and 
the mixture was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution, 
drxed with magnesium sulfate and concentrated . The resulting 
crystal was collected by filtration to give 7- (4- 
trif luorome thylphenyl ) - 2 , 3 -dihydro - 1 -benzoxepine - 4 - 
carboxylic acid (392mg) as colorless crystals 
25 m.p. 273-276T: 

'H-NMR (200MHz. DMSO-d.) 6 2.89 (2H, t, J=4.4Hz), 4.28 (2H 

7.78 (2H. d, J= 8 .4 Hz), 7.92-7.96 (3H, m) . 
IR (KBr) 2979, 1689. 1329, 1263, 1134, 1072, 831 cm- 
Elemental Analysis for C 1 .H„0 J F 3 
Calcd. C. 64.67 ; H, 3.92 : 
Found. C, 64.62 ; H, 3.89. 
Reference Example 133 

Under argon atmosphere, to a solution of 4-bromo- 
Phenetole (26. 4g) in tetrahydrof uran (200ml) was dropwise 
added n-butyl-lithium (1.6M. hexane solution) (90.3ml) at 



20 



30 
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-78T: for 50 minutes, and the mixture was stirred for 30 
minutes. To the reaction mixture was dropwise added a 
solution of trimethyi borate (40.8g) in tetrahydrof uran 
(40ml) for 30 minutes, and the mixture was stirred for 30 

5 minutes, warmed to room temperature, and further stirred 
for 1.5. hours- To the reaction mixture was added 10% 
sulfuric acid ( 182ml) for 40 minutes or more, and the mixture 
was stirred 1 . 5 hours , extracted with ethyl acetate , washed 
with saturated sodium chloride solution, dried with 

10 magnesium sulfate and concentrated under reduced pressure. 
The residue was crystallized from diisopropylether-hexane 
to give 4 -ethoxyphenyl borate (15.5g) as colorless crystals . 
Under argon atmosphere, a solution of ethyl 7-bromo- 
2 , 3-dihydro-l-benzoxepine-4-carboxylate ( 50 4 . 5mg) , the 

15 above 4 -ethoxyphenyl borate ( 310mg) and potassium carbonate 
(0.47g) in toluene-ethanol-water (20-2-2ml) was stirred at 
room temperature for 1 hour. To the reaction mixture was 
added tetrakistriphenylphosphinepalladium (0.06g) , and the 
mixture was refluxed for 20 hours and cooled to room 

20 temperature. The organic layer was washed with saturated 
sodium chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=l:9—l:5) to give ethyl 7-(4-ethoxy- 

2 5 phenyl ) - 2 , 3 - dihy dr o - 1 - ben zoxepine - 4 - car boxy la t e (46 8mg ) 
as colorless crystals, 
m.p. 124-127t: 

l H-NMR (200MHz, CDC1 3 ) 8 1.36 (3H, t, J=7.2 Hz), 1.44 ( 3H , 

t, J=7.0 Hz), 3.00 (2H, t, J=4 . 0 Hz), 4.08 ( 2H , q, J = 7 . 0 
30 Hz), 4.28 (2H, q, J=7.2 Hz), 4.30 (2H, t, J=4.0 Hz), 6.96 

(2H, dd, J-6.6. 2.2 Hz), 7.02 ( 1H , d, J=8 . 4 Hz), 7.41 (1H, 

d, J=2.6 Hz), 7.44-7.51 (3H, m) , 7.65 (1H, br s). 

IR (KBr) 1701, 1493, 1254, 1215, 1014, 824 cm" 1 

Elemental Analysis for C 2 iH 22 04 
35 Calcd. C, 74.54- ; H, 6.55 : 

Found. C, 74.42 ; H, 6.47. 
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Reference Example 134 

To a solution of ethyl 7-(4-ethoxyphenyl) -2 3- 
dxhydro-l-benzoxepine-4-carboxylate (447. 8mg) in ethanol 
(20ml) waS added 2M sodium hydroxide (2.0ml) at room 
5 temperature, and the mixture was stirred for 20 hours and 
concentrated under reduced .pressure. To the residue was 
added IN hydrochloric acid' (5ml), and the mixture was 
extracted with ethyl acetate and concentrated. The resulting 

10 T 3 '?! ^ C0UeCted ^ f±ltration *<> 9-e 7-(4-ethoxy- 
10 Phenyl)- 2 ,3-dihydro-l-ben Z oxepine-4-carboxylic acid 

(380mg) as colorless crystals. 

m.p. 269-27lt; 

l H-NMR (200MHz, DMSO-d 6 > 6 1.35 (3H, t, J= 7 . 0 Hz) 2 81- 
2.94 (2H. m), 4.06 (2H. q, J=7 . 0 Hz), 4.18-4.31 (2H, m) 
15 6.94-7.00 (3H. m) 7 aq.i 70 , ™ '' 

■ f w ' * - ' ' • ' ' v r III / - 

IR (KBr, 2980. 1678, 1610, 1493, 1431. 1265. 1232. 1182, 
1049, 926, 829. 810 cm"' 
Elemental Analysis for CH^O. 
Calcd. C, 73.53 ; H, 5.85 : 
20 Found. C, 73.44 ; H, 5.77. 
Reference Example 135 

Under argon atmosphere, to a solution of 4-trifluoro- 
methoxybromobenzene (10. Og) in tetrahydrof uran (75ml) was 
dropwise added n-butyllithium (1.6M, hexane solution) 
(28.5ml, at -78t for 20 minutes , and the mixture was stirred 
for 40 minutes. To the reaction mixture was dropwise added 
a -option of trimethyl borate (12. 9g) m tetrahydrofuran 
(12ml) for 15 minutes, and the mixture was stirred at - 
for 30 minutes and at room temperature for 1 hour To 
0 the reaction mixture was added was dropwise added 10% 
sulfuric acid (57.6ml) for 15 minutes, and the mixture was 
stxrred for 2 hours, extracted with ethyl acetate, washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure. 
The residue was crystallized from hexane to give 4- 
trifluoromethoxyphenyl borate (2.7g) as colorless crystals 
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Under argon atmosphere, a solution of ethyl 7-bromo- 
2,3-dihydro-l-benzoxepine-4-carboxylate (SOOmg) , the 
above 4- trif luoromethoxyphenyl borate (380mg) and 
potassium carbonate (0.46g) in toluene-ethanol-water 
5 (20-2-2ml) was stirred at room temperature for 1 hour* To 
the reaction mixture was added tetrakistriphenyl- 
phosphinepalladium (0.06g), and the mixture was refluxed 
for 18 hours and cooled to room temperature. The organic 
layer was washed with saturated sodium chloride solution, 
10 dried with magnesium sulfate and concentrated under reduced 
pressure. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane=l : 10 ) to give 
ethyl 7 - ( 4 - trif luoromethoxyphenyl ) - 2 , 3 - dihydro - 1 - 
benzoxepine- 4 -carboxy late (379mg) as colorless crystals. 
15 m.p. 59-63*0 

l H-NMR (200MHz, CDC1 3 ) 6 1.36 (3H, t, J-7.1 Hz), 3.01 (2H, 
t, J=4.8 Hz), 4.24-4.34 (4H, m) , 7.06 (1H, d, J=8 . 4 Hz), 
7.22-7.31 (2H, m) , 7.44 (1H, dd, J=8.4, 2.2 Hz), 7.52 (1H, 
d, J=2.2 Hz), 7.57 (2H, d, J=8.8 Hz), 7.64 (1H, br s). 
20 IR ( KBr ) 1701, 1489, 1304, 1257, 1227, 1211, 1182, 1134, 
1014, 833, 808 cm" 1 
Elemental Analysis for C 20 Hi7O<F 3 
Calcd. C, 63.49 ; H, 4.53 : 
Found. C, 63.68 ; H, 4.47. 
2 5 Reference Example 136 

To a solution of ethyl 7- ( 4-trif luoromethoxy- 
phenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - carboxylate 
(323.9mg) in tetrahydrof uran-ethanol (5 -5ml) was added IN 
sodium hydroxide (2.0ml) at room temperature, and the 
30 mixture was stirred for 5 days and concentrated under reduced 
pressure. To the residue IN hydrochloric acid (5ml) was 
added, and the mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated. 
35 The resulting crystal was collected by filtration to give 
7 - ( 4- trif luoromethoxyphenyl) -2 , 3 - dihydro- 1 -benzoxepine - 
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4-carboxylic acid (282mg) as colorless crystals 
m.p. 252-254t: 

'H-NMR (200MHz, CDC1.) 6 3.03 (2H. t, J=4.6 Hz, 4 34 (2H 
t. J.4.6 Hz 7.08 (1H. d, J=9 . 4 Hz ). 7.28 (2H, d. J-8.8 

2 :; 47(1Md ' J = 8 - 4 ' 2 - 2fe '.^MiH,u=, 2Hz) , 

7-59 (2H, d, J=8.8 Hz), 7.78 (1H, br s) 

IR CKBr, 2981, 1691, 1493, 1290, 1261, 1213. 1169, 835 on" 
Elemental Analysis for CH.AF, 
Calcd. C, 61.72 ; H, 3.74 ; F. 16 27 • 
10 Found. C, 61.61 ; H, 3.72 ; F, 16.06. 
Reference Example 137 

t.rf *°/" 0lUtl0n ° f 5 - b ^osalicylaldehyde (10. 0g) and 

IZITT aCrYlate (17 • 5ml, ±n tert -^anol (ioona, was 
added potassium tert-butoxide (1.67g) at room temperature, 

ana the mixture was re fluxed *=qt- * 

w%A2m9 auu cooled to room 

temperature. To the mixture was added ethyl acetate, and 

saturat T T WaSh6d W3ter ' 1N S ° diUm hydroxide — 
saturated sodxum chloride solution, dried with magnesium 

20 n <T °° nCentrated - The "sidue was separated and 
purified with column chromatography (ethyl acetate/hexane= 
1:19) to give tert-butyl 6-bromo-2H-l-benzopyran-3- 
carboxylate (10.86g) as pale yellow crystals 
m.p. 96-97t; 

'H-NMR (200MHz, CDCl,, 6 1.53 (9H, s), 4.95 (2H, d, J=0 .8 
25 Hz), 6.72 (1H, d. J =8 .4 Hz), 7.21-7.30 (3H, m) 

IR (KBr, 1699, 1479, 1331, 1288, 1159, 1088, 816 cm- 
Elemental Analysis for C 14 H ls O,Br 
Calcd. C. 54.04 ; H, 4.86 ; Br, 25.68 • 
Found. C, 53.98 ; H, 4.86 ; Br. 25.90. 
30 Reference Example 138 

Under argon atmosphere, a solution of tert-butyl 
6-bromo-2H-l-benzopyran-3-carboxylate (5.00g), 4 -methyl- 
Phenyl borate (2.62g) and potassium carbonate (4,44g) in 
toluene-ethanol-water (160-16-l6ml) was stirred at room 
temperature for 1 hour. To the reaction mixture was added 
tetrakrstriphenylphosphinepalladium (0.56g), and the 
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mixture was refluxed for 14 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodium chloride solution, dried with magnesium sulfate and 
concentrated. The residue was separated and purified with 
5 column chromatography (ethyl acetate/hexane=l : 19 ) to give 
pale yellow crystals , which were recrystallized from ethanol 
to give tert -butyl 6- ( 4-methylphenyl) -2H- 1-benzopyran- 
3-carboxylate (3.84g) as pale yellow crystals, 
m.p. 80-82*0 

10 l H-NMR (200MH2, CDC1 3 ) 8 1.54 (9H, s), 2.39 (3H, s), 4.98 
(2H, d, J-1.4 Hz) , 6.94 ( 1H , d, J=8.2 Hz), 7.23 (2H, d, J = 8.0 
Hz), 7.33 (1H, d, J=2.2 Hz), 7.36-7.45 (4H, m) . 
IR (KBr) 1705, 1367, 1340, 1311, 1251, 1159, 1133, 1003, 
808 cm' 1 

15 Elemental Analysis for C 2 iH 2 20 3 
Calcd. C, 78.23 ; H, 6.88 : 
Found. C, 78.07 ? H, 6.89. 
Reference Example 139 

To tert-butyl 6- ( 4-methylphenyl) - 2H- 1 -benzopyran- 

20 3-carboxylate (3.00g) was added 4N hydrochloric acid-ethyl 
acetate (10ml) at room temperature, and the mixture was 
stirred for 16 hours. To the reaction mixture was added 
hexane, and crystal was collected by filtration and washed 
with hexane to give 6- ( 4-methylphenyl) -2H- 1-benzopyran- 

25 3-carboxylic acid (2.14g) as pale yellow crystals, 
m.p. 236-237T: 

l H-NMR (200MHz, CDC1 3 ) 8 2.40 (3H, s), 5.05 ( 2H , d,- J-1.4 

Hz), 6.94 (1H, d, J=8.2 Hz), 7.23-7.27 (2H, m) , 7.37 (1H, 

d, J=2.2 Hz), 7.41-7.52 ( 3H , m) , 7.63 (1H, br s). 
30 IR (KBr) 3022, 1689, 1633, 1485, 1442, 1306, 1242, 812 cm" 1 

Elemental Analysis for C 17 Hm0 3 

Calcd. C, 76.68 ; H, 5.30 : 

Found. C, 76.51 ; H, 5.03. 

Reference Example 140 
35 to a solution of 5-bromo-salicylaldehyde (lO.Og) and 

ethyl crotonate (11.36g) in tert-butanol (50ml) was added 
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potassium tert-butoxide (l.i2g) at room temperature, and 
the mixture was refluxed for 3 days . To the reaction mixture 
was added water, and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated sodium 
5 chloride solution, dried with magnesium sulfate and 

concentrated. The residue was separated and purified with 
column chromatography (ethyl acetate/hexane=l : 10-1-5) to 
gxve pale yellow liquid ( 5 . 75g ) . The resulting compound was 
used for the following reaction without subjecting to 
10 further purification. Under nitrogen atmosphere, to a 
solution of the above crude product (5.5g) and triethylamine 
(7.3ml) in dichloro -methane (50ml) was added methane- 
sulf onyl chloride ( 2 . 0ml ) at 0°C . and tne mixture was stirred 
at o-C for 10 minutes and then at room temperature for 18 

15 hours. To the reaffirm m-i^,,^ 

-~ °uueu water, and the 

mixture was extracted with diethylether . The organic layer 
was washed with saturated sodium chloride solution, dried 
with magnesium sulfate and concentrated. The residue was 
separated and purified with column chromatography (ethyl 
20 acetate/hexane=l:l5) to give crude product (4.85g) as pale 
yellow oil. The resulting compound was used for the 
following reaction without subjecting to further 
purification. Under argon atmosphere, a solution of the 
above crude product (4.7g) , 4-methylphenyl borate (2.58g) 
•5 and potassium carbonate (4.4g) in toluene-ethanol-water 
(160-16-16ml) was stirred at room temperature for 1 hour 
To the reaction mixture was added tetrakistriphenyl- 
Phosphinepalladium (o.54g). and the mixture was refluxed 
for 20 hours and cooled to room temperature. The organic 

0 layer was washed with saturated sodium chloride solution 
dried with magnesium sulfate and concentrated. The 
residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 15) to give ethyl 
6 - ( 4 -methylphenyl ) - 2 -methyl - 2H- 1 - benzopyran - 3 - 

1 carboxylate (3.63g) as pale yellow crystals, 
m.p. 82-84'C 
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l H-NMR (200MHz, CDC1 3 ) 6 1.35 (3H, t , J=7 . 2 Hz), 1.40 (3H, 
d, J=6.6 Hz), 2.39 (3H, s), 4.29 (2H, q, J=7.2 Hz), 5.40 
(1H, q, J = 6.6Hz), 6.92 (1H, d, J=8.4Hz), 7.24 (2H, d, J=8.2 
Hz), 7.36 (1H, d, J=2.2 Hz), 7.40-7.49 (4H, m) . 
5 IR (KBr ) 1699, 1485, 1296, 1244, 1217, 1190, 1136, 1047, 
804, 764, 511 cm" 1 
Elemental Analysis for C 20 H 2 o0 3 
Calcd. C, 77.90 ; H, 6.54 : 
Found. C, 77.79 ; H, 6.46. 
10 Reference Example 141 

To a solution of ethyl 6- ( 4-methylphenyl) -2-methyl- 
2H-l-benzopyran-3-carboxylate (3.0g) in ethanol-tetra- 
hydrofuran (30 -30ml) was added IN sodium hydroxide (12ml) 
at room temperature , and the mixture was stirred for 16 hours . 
15 Under reduced pressure, the solvent was evaporated and 
acidified with IN hydrochloric acid. The mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution and dried with 
magnesium sulfate. Under reduced pressure, the solvent was 
20 evaporated to give 6- ( 4-methylphenyl) -2 -methyl- 2H-1- 

benzopyran-3-carboxylic acid (2.15g) as yellow crystals, 
m.p. 190-192^ 

'H-NMR (200MHz, CDCI3 ) 0 1.43 (3H, d, J=6.6 Hz), 2.39 (3H, 
s), 5.40 (1H, q, J=6.6 Hz), 6.94 (1H, d, J=8.4 Hz), 7.24 
25 (2H, d, J = 8.0 Hz), 7.38 (1H, d , J=2 . 2 Hz ) , 7 . 44 ( 2H , d , J=8.0 
Hz), 7.50 (1H, dd, J=8.4, 2.2 Hz), 7.60 ( 1H , s). 
IR (KBr) 2983, 1680, 1635, 1485, 1421, 1298, 1261, 1190, 
808 cm* 1 

Elemental Analysis for C 18 Hi 6 0 3 
30 Calcd. C, 77.12 ; H, 5.75 : 

Found. C, 77.25 ; H, 5.63. 

Reference Example 142 

A solution of 5-bromo-2-thiophenecarboxyaldehyde 

(6.08g) and methyl ( triphenylphosphoranilidene) acetate 
35 (11.12g) in toluene (60ml) was refluxed under nitrogen 

atmosphere for 2 hours and cooled. To the mixture was added 
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water, and the mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purxfied with column chromatography (ethyl acetate/hexane- 
1.15-1,9) and recrystallized from ethyl acetate to give 

methyl (E>-3-(5-bromothiophen-2-yl)- acr yiate (7.44g) as 
pale yellow crystals, 
m.p. 60-62^ 

10 'H-™, U00HHZ. CDClj) , 3.7, .,, ,. u {1> , fl> 

HZ). 6.96-7.05 (2H. .). (1H , d 

ajnct 1724. 1624. 2427. 1257 . 1203 , ^ ^ 

Elemental Analysis for C.H,02SBr 
15 Calcd. C, 38.88 ; H, 2i86 , s , 12>9 , . 

Found. C, 38.95 , H, 2.83 , S , 13.13 ; Br, 32.36. 
Reference Example 143 

Under argon atmosphere, a solution of methyl (E) - 
20 '" (5 ; br ° m ° thi0phen - 2 -y 1 >^rylate (4.0g). 4-methylphenyl 
20 borate (2.64g) and potassium carbonate (4.48g) L 

toluene-ethanol-water (160-16-16ml) was stirred at room 
temperature for 1 hour. To the reaction mixture was added 
tetraxxstriphenylphosphinepalladium (0.56g), and the 
mixture was refluxed for 16 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodxum chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure to give crude product 
(3.249). To a solution of the resulting carboxylic acid 
ester (5.24g) in tetrahydrof uran (100ml) was added IN sodium 
hydroxide (20ml) at room temperature, and the mixture was 
stxrred for 5 days. To the reaction mixture was added water, 
and the mixture was washed with ethyl acetate. The aqueous 
layer was acidified with concentrated hydrochloric acid, 
and the mixture was extracted with ethyl acetate, washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure 
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to give (E) -3- [ 5- ( 4-methylphenyl ) - thiophen- 2 -yl] acrylic 

acid (1.9g) as yellow crystals. 

m.p.223-225t: 

'H-NMR (200MHZ, CDCl,) 6 2.38 (3H, s). 6.21 (1H. d. J=15.8 
5 Hz). 7.16-7.27 (4H. m) , 7.52 (2H, d. J=8.0 Hz), 7.84 (1H. 
d, J=15.8 Hz) . 

IR (KBr ) 2968, 1666, 1606, 1413, 1261. 1230, 804 cm 1 
Elemental Analysis for C,«Hu0 2 S 
Calcd. C, 38.83 ; H, 4.95 ; S, 13.12 : 
10 Found. C, 68.76 ; H, 5.07 ; S. 13.28. 
Reference Example 144 

To a suspension of 5-bromo-2-f urancarboxylic acid 
(5.00g) and N- hydroxy succinimide (3.31g) in acetonitrile 
(50ml) was added l-ethyl-3- ( 3 ' -dimethylaminopropyl) - 
1 5 carbodiimide hydrochloride ( 5 . 5 2g ) at room temperature , and 
the mixture was stirred for 2 hours . To the reaction mixture 
was added a suspension of N,0-dimethylhydroxyl-amine 
hydrochloride (2.81g) and triethylamine (10ml) in 
acetonitrile (20ml) , and the mixture was stirred for 1 hour. 
20 To the reaction mixture were added 1, 8-diazabicyclo- 

[5.4.0]-7-undecene (4.3ml) and DMF (50ml). and the mixture 
was stirred for 3 hours and concentrated under reduced 
pressure. To the residue was added water, and the mixture 
was extracted with ethyl acetate. The organic layer was 
2 5 washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure. 
The residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 4—1 : 3—1 : 2 ) to 
give N-methyl-N-methoxy- 5 -bromof uran- 2 -carboxamide 
30 (2.77g) as pale yellow oil. 

l H-NMR (200MHz, CDC1,) 5 3.34 (3H, s), 3.77 (3H. s), 6.45 
(1H, d, J=3.6 Hz), 7.09 (1H, d, J=3.6 Hz). 
IR (neat) 2974. 2937, 1647, 1475, 1416. 1385, 1211, 1024, 
985, 926, 796, 739 cm'' 
35 Reference Example 145 

Under argon atmosphere, a solution of N-methyl-N- 
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-thox y .5-bro m ofuran-2-carboxa ra ide (2.77g>. 4-methyl- 
phenyl borate (i. 93 g, and potassium carbonate (3.27g) in 
oluene-ethanol-water (110-ll-Uml) was stirred at room 

5 ITT'" 6 1 h0Ur ' T ° reaCtl ° n mixtu - -s added 
tetrakxstriphenyiphosphinepalladium (0.41g), and the 
mixture was refluxed for 20 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodrum chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
10 separated and purified with column chromatography (ethyl 
acetate/hexane=l-5-M -2-m . n <■ ■ vetnyj. 
, ^ i 1 ' 2 lsl > to 9^ve N-methyl-N-methoxy- 

5-(4-methylphenyl)furan-2-carboxamide (2.65g) as 
colorless crystals. 

m.p.54-58t: 

15 'H-NMR (200MHz. CDC1 3 ) <5 2 . ^ f ->u „, . 

IR(neat) 1632. 1487. 1381, 1032, 987, 798, 739. 557, 494 

20 Elemental Analysis for C„H l5 NO, 

Calcd. C, 68.56 ; H, 6.16 ; N, 5.71 • 
Found. C, 68.22 , H, 6.02 ; N, 5.47. 
Reference Example 146 

Under nitrogen atmosphere, to a solution of N- 
m ethyl-N-methoxy-5-(4-methylphenyl)f uran . 2 . carboxamide 
(2.5g, in tetrahydrofuran (20ml) was added diisobutyl- 
aluminum hydride (1.01M toluene solution) ( 15 ml) at -78t, 
and : th« , mixture was stirred at -78^ for 10 minutes and then 
at OX: for 15 minutes. To the reaction mixture was added IN 
hydrochloric acid to stop the reaction, and the mixture was 
-tract* with ethyl acetate . The organ±c 

wxth saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=l:5->l:4) to give crude product (1 49g) 
A solution of the crude aldehyde (1.49g) and methyl ' 



25 



iNSOOCID: <WO__993246aA 1J_> 



WO 99/32468 



329 



PCT/JP98/05707 



(triphenylphosphoranilidene) acetate (2.67g) in toluene 
(30ml) was refluxed under nitrogen atmosphere for 1 hour 
and cooled. To the mixture was added water, and the mixture 
was extracted with ethyl acetate. The organic layer was 
5 washed with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure. 
The residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 9— 1 : 5 ) to give 
methyl ( E ) - 3 - [ 5- ( 4 -methylphenyl ) f uran- 2 -yl ] acrylate 
10 (1.63g) as pale yellow crystals, 
m.p. 113-115T; 

'H-NMR (200MHz, CDC1 3 ) 6 2.38 (3H, s), 3.80 (3H, s), 6.39 
(1H, d. J-15.5 Hz), 6.68 ( 2H , s), 7.22 (2H, d, J=8.4 Hz), 
7.44 (1H, d, J-15.5 Hz), 7.62 (2H. d, J=8 . 4 Hz). 

15 IR (KBr ) 1716, 1632, 1304, 1201, 1161. 798 cm" 1 
Elemental Analysis for Ci 5 Hi,Oj 
Calcd. C, 74.36 ; H, 5.82 : 
Found. C, 74.36 ; H, 5.75. 
Reference Example 147 

20 To a solution of methyl (E ) -3- t 5- ( 4 -methylphenyl) - 

furan- 2 -yl] acrylate (1.49g) in tetrahydrof uran-ethanol 
(10 -10ml) was added 2N sodium hydroxide (4ml) at room 
temperature, and the mixture was stirred for 24 hours. The 
reaction mixture was acidified with IN hydrochloric acid, 

25 and the mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure to give (E)-3-[5-( 4 -methylphenyl ) - 
furan- 2 -yl] acrylic acid (0.93g) as colorless crystals. 

30 m.p. 183-184 < C 

l H-NMR (200MHZ, CDC1,) <5 2.39 (3H, s), 6.39 (1H, d, J = 15.4 
Hz), 6.70 (1H. d. J=3.4 Hz), 6.75 (1H, d, J=3.4 Hz), 7.23 
(2H, d. J=8.2 Hz). 7.52 (1H. d, J=15.4 Hz). 7.64 (1H, d, 
J=8. 2 Hz) . 

35 IR (KBr) 2964, 1678, 1624, 1419, 1308, 1261. 785 cm 1 
Elemental Analysis for C M H u Oj 
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Calcd. C, 73.67 ; H, 5.30 : 
Found. C, 73.42 ; H, 5.15. 
Reference Example 148 

SOl " i0n °* '-^-^"opheneearboxyaldenyde 
4 7, a (tripnenylpnospnoraniUdene.acetate 
HZ ln ( , t0lUene »«> — "fluxed under nitrogen 

«a~ r : r 3 hours ana oc>oiea - t ° the - — 

The orotic l M '"""^ " ith " hyl ™ 

solution arred Ulth magnesim sul£ate 

purine,, ntb oolum „ chromatography (ethyl acatate/ 

_15 to give „,ett,yl (E)-3-,4- br o m „th i op, le „. 2 . yl)acrylata 
(5.55g) as pale yellow crystals. 
15 m.p. 63-67T; 

ZT, iV^'f?' 0 3 - 80 (3H - 6 - 25 < i »- *• *-»■• 

(1H, d, J=15.8 Hz) . 

20 Elemental Analysis for C.H,o,SBr 

Clod. C, 38.88 H. 2.86 ; S. 12.98 , Br 32 34 - 

c 2 . 83;s . 12 , 8; te 3 »; • 

Reference Example 149 

3 / a ar9 ° n atm ° Sphere ' a s °^tion of methyl (E) - 

Phenyl borate (l. 82g , and potassium carbonate (3>3 J ±n 
toluene-ethanol-water (120- 12 - I2ml) was stirred at ^ 

temperature for 1 hour. To the reaction „■ * 
tetravio*. • u reaction mixture was added, 

tetrakistrxphenylphosphinepalladium (0.42g), and the 
fixture was refluxed for 24 hours and cooled to room 

soZlT' .J"" ° r9anlC l3yer WaS WaShed -*h saturated 
•odium chloride solution, dried with magnesium sulfate and 

concentrated under reduced pressure Tho . •„ 

jyj-essure. The residue was 
separated and purified with <-r>i.,m„ u 

y -Li-Lea witn column chromatography (ethvl 

acetate/hexane-1 .9-I.5-1. 21 1-0 ~< 

,. 1 ' 2) to 9ive methyl (E)-3-[4- 

(4-methylphenyl,thiophen-2-yl)acrylate (2.40g) as pale 
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yellow crystals, 
m.p. 116-118X; 

l H-NMR (200MHz, CDC1 3 ) 6 2.38 ( 3H , s), 3.80 ( 3H , s), 6.27 

(1H, d, J-15.8 Hz), 7.21 (2H, d, J = 7.8 Hz), 7.43-7.50 (4H, 
5 m), 7.80 (1H, d, J=15.8 Hz). 

IR (KBr) 1713, 1622, 1506, 1423, 1302, 1240, 1192, 1159, 

966, 847, 916, 760 cm' 1 

Elemental Analysis for CisHn0 2 S 

Calcd. C, 69.74 ; H, 5.46 ; S, 12.41 : 
10 Found. C, 69.54 ; H, 5.47 ; S, 12.24. 

Reference Example 150 

To a solution of methyl ( E ) - 3- [ 4 - ( 4 -methylphenyl ) - 

thiophen-2-yl)acrylate (2.40g) in tetrahydrof uran (50ml) 

was added 2N sodium hydroxide (6.0ml) at room temperature, 
15 and the mixture was stirred for 6 days. Precipitated 

crystal was collected by filtration and washed with 

tetrahydrof uran. To the crystals was added IN hydrochloric 

acid ( 20ml ) , and the mixture was extracted with ethyl acetate . 

The organic layer was washed with saturated sodium chloride 
20 solution, dried with magnesium sulfate and concentrated 

under reduced pressure to give (E)-3-[4-(4- 

methylphenyl)thiophen- 2 -yl] acrylic acid (1.24g) as pale 

yellow crystals . 

m.p . 206-207*0 

25 l H-NMR (200MHz, CDC1 3 ) 6 2. 38 (3H, s), 6.28 (1H, d, J=15.6 
Hz), 7.23 (2H, d, J=8.0 Hz), 7.47 (2H, d, J=8.0 Hz), 7.49 
(1H, s), 7.55 (1H, d, J-1.4 Hz), 7.90 (1H, d, J=15.6 Hz). 
IR (KBr) 2970, 2918, 1682, 1622, 1306, 1196, 966, 818, 764 
cm" 1 

30 Elemental Analysis for Ci 4 H 12 0 2 S 

Calcd. C, 68.83 ; H, 4.95 ; S, 13.12 : 

Found. C, 68.66 ; H, 4.77 ; S, 13.08. 

Reference Example 151 

Under nitrogen atmosphere, to a solution of ethyl 
35 chloroformylbutyrate (25.0g) in 1 , 2-dichloroethane (150ml) 

was dropwise added a solution of tin tetrachloride (76.6g) 
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in 1,2-dichloroethane (50ml) at and then a solution of 

2-bro.othiophene (22. 8g ) in 1 . 2-dichloroethane (20ml), and 
the m lxtu was stirred a . room temperature ^ 2 hours _ 

The reaction mixture was vigorously stirred and added to 

xce-concentrated hydrochloric acid to stop the reaction. 
The ture was stlrred fQr 3q ^ ^ 

d.chloromethane. The organic layer was washed with 

c'htrld 6 ' T" biCarb ° nate S ° 1Ution — -turated sodium 
chlorxde solution, dried with magnesium sulfate and 

co°ium e n nt c r h ated ; ^ reSidUe ^^^^ ***** "** 
column chromatography (ethyl acetate/hexane=l . 5 ) to give 

ethyl 5-(5-bromothiophen-2-yl)- 5 -oxovalerate (28. l g ) as 
colorless crystals. 

m.p. 53-54t: 

15 l H-NMR (200MHz. CDC1,) <5 1 9* ,,u . 

/ ou . , u ' ^'^ 1.97-2.12 

(2H. m). 2.41 (2H, t, J=7.2 Hz), 2.92 (2H. t J=7 3 H 2 ) 

:; 1 J 4 =: 2 :'»r,. j=7 - 2 7io — - — — 

» (KBr) 1726, 1664, 1419. 1281. U84 , 980 , 812 
Elemental Analysis for CnH 13 0,SBr 

Reference Example 152 

Under argon atmosphere, a solution of ethyl 5-(5- 
bromothiophen-2-yl)-5-oxovalerate ( 10 . 09g) . 4-methyl- 
Phenyl borate (5.39g) and potassium carbonate (9.14g) in 
toluene-ethanol-water (320-32-32ml) was stirred at room 

temperature for 1 hour. To the reartinn m< «- 

.. e rea ction mixture was added 

tetrakastriphenylphosphinepalladium (i. 14g ), and the 
mxxture was refluxed for 8 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodxum chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 

acetate/hexane=l:4-i:3-*l-2-M.^ ^ ■ 
fA ,J 1,2 to gxve ethyl 5-[5- 

(4-methylphenyl)thiophen-2-yl ] - 5 -oxovalerate (lo.23g) as 
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colorless crystals, 
m.p. 120-121^ 

l H-NMR (200MHz, CDC1 3 ) <5 1.26 (3H, t, J=7.2Hz), 2.01-2.15 
(2H, m), 2.38 (3H, s), 2.44 (2H, t , J = 7 . 4 Hz), 2.97 (2H, 
5 t, J=7.2 Hz) f 4.15 (2H, q, J=7.2 Hz), 7.22 (2H, d, J=7.9 
Hz), 7.27 (1H, d, J-4.1 Hz), 7.55 (2H, d, J=7 . 9 Hz), 7.68 
(1H, d, J=4.1 Hz) . 

IR (KBr) 1722, 1647, 1448, 1286, 1173, 816 cm* 1 
Elemental Analysis for C 19 H 20 O 3 S 

10 Calcd. C, 68.33 ; H, 6.37 ; S, 10.13 : 
Found. C, 68.40 ; H, 6.26 ; S, 10.11. 
Reference Example 153 

To a solution of ethyl 5- [ 5- ( 4-methylphenyl ) thiophen- 
2-yl] -5-oxovalerate (4.50g) in trif luoroacetic acid 

15 (7.66ml) was added triethylsilane ( 5 . 7ml ) at room 

temperature, and the mixture was stirred for 4 days . To the 
reaction mixture was added ethyl acetate, and the mixture 
was made alkaline with saturated sodium bicarbonate solution . 
The organic layer was washed with saturated sodium chloride 

20 solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purified with column chromatography (ethyl acetate/hexane= 
1:9) to give crude ethyl 5-[5-(4-methyl~phenyl)thiophen- 
2 -yl] valerate. To a solution of the crude ethyl 5- [5- 

25 ( 4-methylphenyl )thiophen- 2 -yl] valerate in tetrahydrof uran 
(50ml) was added IN sodium hydroxide (20ml) at room 
temperature, and the mixture was stirred for 24 hours. To 
the reaction mixture was added water, and the mixture was 
washed with diethylether . The aqueous layer was acidified 

30 with IN hydrochloric acid, and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated under reduced pressure to 
precipitate crystals, which were collected by filtration 

35 and washed with hexane to give 5- [ 5- (4-methylphenyl) - 

thiophen-2-yl] valeric acid (2.88g) as colorless crystals. 
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m.p.l24-127t: 

'H-NMR (200MHz, CDC1,) 8 1.67-1.82 (4H. m) , 2.35 (3H, .). 
2-36-2.45 (2H. m) . 2.78-2.90 (2H, m) , 6.73 (1H, d, J=3.6 
Hz). 7.07 (1H, d. J=3.6 Hz), 7.15 (2H, d, J=6.4 Hz), 7.44 
5 (2H, d, J=8.4 Hz). 

IR (KBr) 2941, 1693, 1512, 1429, 1408, 1317, 1267, 1203 
945, 797, 771 cm' 1 
Elemental Analysis for C„H„0,S 
Calcd. C. 70.04 ; H, 6.61 ; S, 11.69 : 
10 Found. C, 69.79 ; H, 6.37 ; N, 11.62. 
Reference Example 154 

Under nitrogen atmosphere, to a solution of 5-[5- 
(4-methylphenyl)thiophen-2-yl)valeric acid (2.60g) in 
tetrahydrofuran (30ml) was added oxalyl chloride (1.24ml) 
at room temperature and then a drop of DMF, and the mixture 
was stirred 1 hour . Under reduced pressure , the solvent was 
evaporated, and the residue was dissolved in dichloro- 
methane (30ml) . To the mixture was added tin tetra- chloride 
(1.5ml) at or, and the mixture was stirred at room 
temperature for 3 hours . The reaction mixture was added to 
water to stop the reaction, and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
sulfate and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 9-1 , 5 ) to give 

2-(4-methylphenyl)- 4 -oxo-5.6.7,8-tetrahydro-4H-cyclo- 
hepta[b]thiophene (2.07g) as pale yellow crystals, 
m.p. 82-84 t C 

30 'H-NMR (200MHz, CDC1,) <5 1.82-2.06 (4H, m) , 2.35 (3H s) 

2-71-2.78 (2H. m) , 3.06-3.12 (2H, m) , 7.17 (2H, d, J=8.2 

Hz), 7.44 (2H, d, J=8.2 Hz), 7.57 (1H, s). 

IR (KBr) 2927, 1662. 1390, 1176. 810cm 1 

Elemental Analysis for C, 6 H u 0S 
35 Calcd. C, 74.96 ; H, 6.29 ; S. 12.51 : 

Found. C, 74.89 ; H. 6.20 ; S, 12.53. 
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Reference Example 155 

To a solution of 2- ( 4-methylphenyl ) -4-oxo-5 , 6 , 7 , 8- 
tetrahydro-4H-cyclohepta[b] thiophene (2.62g) and dimethyl 
carbonate (2.6ml) in tetrahydrof uran (50ml) was added 
5 potassium tert-butoxide (1.38g) at room temperature, and 
the mixture was ref luxed for 1 hour. To the reaction mixture 
were added potassium tert-butoxide (1.4g) and dimethyl 
carbonate (5ml), and the mixture was ref luxed for 2 hours 
and cooled to room temperature . To the mixture was added 

10 IN hydrochloric acid (150ml) at oXl , and the mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 
magnesium sulfate and concentrated under reduced pressure 
to give crude products (3.30g). 

15 To the crude products (3.30g) in dichloromethane (50ml) 

was added sodium boron hydride (0.77g) at room temperature 
and then methanol (8ml) at -15^ for 30 minutes, and the 
mixture was stirred for 2 hours . To the reaction mixture 
was added water, and the mixture was extracted with ethyl 

20 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure to give crude product 
(2.95g). To a solution of the crude product (2.95g) and 
triethylamine (7ml) in dichloromethane (20ml) was added 

2 5 methanesulf onyl chloride ( 1 . 2ml) at 0*C , and the mixture was 
stirred at room temperature for 17 hours. To the reaction 
mixture was added water, and the mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodium chloride solution, dried with magnesium sulfate and 

30 concentrated under reduced pressure. The concentrate was 
purified with column chromatography (ethyl acetate/hexane= 
1:9) to give methyl 2- ( 4 -methyl -phenyl ) -7 , 8-dihydro-6H- 
cyclohepta[b]thiophene-5-carboxylate (884mg) as yellow 
crystals. 

35 l H-NMR (200MHz, CDC1 3 ) 6 1.98-2.11 (2H, m) , 2.36 (3H, s), 
2.79 (2H, t, J=5.5 Hz), 3.09 (2H, t, J=5 . 6 Hz), 3.79 (3H, 
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S) ; 7.08 (IH.s). 7.17 (2H, d, J=8 . 1 H 2 ) , 7 . 42 ( 2H. d. J=8.1 
Hz), 7.60 (1H. s). 

Reference Example 156 

To a solution of methyl 2- (4-methylphenyl) -7 8- 
5 ^ydro-6H-cyclohepta[b]thiophene-5-carboxylate (803mg) 
in ethanol-tetrahydrofuran (5-101) was added 2N sodium 
hydroxide (21, at room temperature, and the mixture was 
stxrred for 5 days and concentrated under reduced pressure. 

10 thV r 31 "" add6d ^ hydroch1 -- -id (101,. and 
the mature was extracted with ethyl acetate. The organic 
layer was washed with saturated sodium chloride solution 
drxed with magnesium sulfate and concentrated under reduced 
pressure to precipitate crystals, which were collected by 
filtration and washed with diisopropylether to give 2- 

4-methylphenyl,.7,8-dihydro-6H-cycioheptaCb]thiophene- 
5-carboxylic acid (650mg) as pale yellow crystals 
m.p.250-25lt: 

'H-NMR ( 20 0MHz, CDC1 3 ) 6 2.00-2.14 (2H, m) , 2.36 (3H, s) 

20 2 rr J 5 « 2H ' m) ' 3 - o7 " 3 - i6(2H ' m, ' 7 - io(iH ' s ^ 7 -" 

» r'rp i HZ) ' 7,43 (2H ' d ' J=8 -° HZ) ' 7 ' 72 < 1H ' *>• 

» (KBr) 2910, 2831, 1670. 1614, 1423, 1287, 1242. 810cm- 

Elemental Analysis for C.A^S 
Calcd. C, 71.80 ; H, 5.67 ; S, 11.28 : 
Found. C, 71.74 ; H, 5.64 ; S, 11.06. 
25 Reference Example 157 

To a suspension of 5-bromonicotinic acid (5.0g, and 
N-hydroxysuccinimide (4.27g, in acetonitrile (601) was 
added l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide 
hydrochloride (7.12g) at room temperature, and the mixture 
30 was stirred for 30 minutes. To the reaction mixture were 
added N,0-dimethyl-hydroxyla1ne hydrochloride (2.66g, and 
trxethylamine (101,. and the mixture was stirred for 64 
hours and concentrated under reduced pressure. To the 
residue was added water, and the mixture was extracted with 
ethyl acetate. The organic layer was washed with saturated 
sodxum chloride solution, dried with magnesium sulfate and 
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concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=2: 1) to give N-methyl-N-methoxy-5-bromo- 
pyridine-3-carboxamide (3.71g) as pale yellow oil. 
5 X H-NMR (200MHz, CDC1 3 ) 6 3.40 (3H, s). 3.58 (3H, s), 8.19 
(1H, dd, J=2.2, 1.8 Hz), 8.76 (1H, d, J = 2.2 Hz), 8.88 (1H, 
d, J=1.8 Hz) . 

IR (neat) 1647, 1412, 1381, 1221, 1099, 1020, 982, 897, 773, 
739, 969, 667, 575, 461 cm" 1 

10 Reference Example 158 

Under argon atmosphere, a solution of N-methyl-N- 
methoxy-5-bromopyridine-3-carboxamide (3.70g) , 4-methyl- 
phenyl borate (2.26g) and potassium carbonate (4.17g) in 
toluene-ethanol-water ( 100 - 10 - 10ml ) was stirred at room 

15 temperature for 1 hour. To the reaction mixture was added 
tetrakistriphenylphosphinepalladium (0.52g), and the 
mixture was refluxed for 16 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodium chloride solution, dried with magnesium sulfate and 

20 concentrated under reduced pressure. The residue was 

separated and purified with column chromatography ( ethyl 
acetate/hexane=l : 2-*l : 1 ) to give N-rnethyl-N-methoxy-5- 
( 4 -methylphenyl) pyridine- 3 -car boxamide (3.97g) as yellow 
oil. 

25 X H-NMR (200MHz, CDC1 3 ) <5 2.42 (3H, s), 3.42 (3H, s), 3.60 
(3H, s), 7.30 (2H, d, J=8.3 Hz), 7.51 ( 2H , d, J = 8 . 3 Hz), 
8.20 (1H, t, J = 2.1 Hz), 8.89-8.81 (2H, m) . 

IR (neat) 1647, 1431, 1379, 1203, 982, 818, 743, 540, 426 
cm' 1 

30 Reference Example 159 

Under nitrogen atmosphere, to a solution of N-methyl- 
N-methoxy- 5 - ( 4 -methylphenyl ) pyridine - 3 -carboxamide 
(3.95g) in tetrahydrof uran (30ml) was dropwise added 
diisobutylaluminum hydride ( 1 . 01M toluene solution) (30ml) 

35 at -78^ , and the mixture was stirred at the same temperature 
for 2 hours. To the reaction mixture was added IN 
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hydrochloric acid to stop the reaction. To the mixture was 
added ethyl acetate, and the mixture was made alkaline with 
IN sodium hydroxide. The organic layer was washed with 
saturated sodium chloride solution, dried with magnesium 
5 sulfate and concentrated under reduced pressure. The 
residue was separated and purified with column 
chromatography (ethyl acetate/hexane=l : 2-1 : 1 ) to give 

5-(4-methylphenyl)pyridine-3-carboxyaldehyde (1.82g) as 
colorless crystals. 
10 m.p. 60-611C 

'H-NMR (200MHz, CDC1 3 ) <5 2.43 (3H, s). 7.33 (2H, d, J-7.8- 
Hz), 7.54 (2H. d, J=7.8 Hz), 8.33 (1H, dd, J=2.2, 2.0 Hz) 
9-03 (1H, d. J=2.0 Hz), 9.07 (1H. d, J=2.2 Hz), 10.19 ( 1H 
s) . 

15 IR (KBr) 1701. 1186. Sift 79* nn* 

, .^w, WWW V-/1U 

Elemental Analysis for C l3 H„NO 

Calcd. C, 79.17 ; H, 5.62 ; N, 7.10 : 

Found. C, 79.24 ; H, 5.64 ; N. 7.01. 

Reference Example 160 
20 A solution of 5-(4-methylphenyl)pyridine-3-carboxy- 

aldehyde (1.82g) and methyl ( triphenylphosphoranilidene ) - 

acetate (3.46g) in toluene (20ml) was refluxed under 

nitrogen atmosphere for 4 hours and cooled. To the mixture 
was added water, and the mixture was extracted with ethyl 
25 acetate . The organic layer was washed with saturated sodium 
chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 
acetate/hexane=l: 2-1:1) to give methyl (E)-3-[5-(4- 

30 methylphenyl)pyridin-3-yl]acrylate (2.34g) as colorless 
crystals. 

m.p. 141-144T: 

'H-NMR (200MHz, CDC1 3 ) 8 2.43 (3H, s), 3.84 (3H, s), 6.59 
(1H, d, J=16.0 Hz), 7.32 (2H, d, J=7.9 Hz). 7.50 (2H d 
35 J= 7 .9 Hz), 7.76 (1H, d, J=l 6 .0 Hz), 7.98 (1H, dd, J=2 2 
2.0 Hz). 8.70 (1H. d. J= 2 .0 Hz), 8.82 (1H, d, J=2.2 Hz) 
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IR (KBr) 1718, 1639, 1431, 1335, 1196, 1176, 995, 816 cm" 
Elemental Analysis for Ci6H l5 N0 2 
Calcd. C, 75.87 ; H, 5.97 ; N, 5.53 : 
Found. C, 75.82 ; H, 5.86 ; N, 5.47. 
5 Reference Example 161 

To a solution of methyl (E)-3-[5-( 4-methylphenyl ) - 
pyridin-3-yl]acrylate ( 2 . 25g) in tetrahydrof uran ( 20ml ) 
was added IN sodium hydroxide (11ml) at room temperature, 
and the mixture was stirred for 5 days. To the reaction 

10 mixture was added IN hydrochloric acid (12ml), and the 
mixture was concentrated under reduced pressure to 
precipitate crystals, which were collected by filtration 
and washed with water and diethylether to give (E)-3- 
[ 5- ( 4-methylphenyl) pyridin- 3 -yl] acrylic acid (1.92g) as 

15 colorless crystals, 
m.p. 208-211*0 

'H-NMR (200MHz, DMS0-d 6 ) 6 2.37 (3H, s), 6.85 ( 1H , d, J=16.2 
Hz), 7.33 (2H, d, J = 8.6 Hz), 7.66-7.74 (3H, m) , 8.40-8.45 
(1H, m), 8.81 (1H, d, J-1.8 Hz), 8.89 ( 1H , d, J=2.2 Hz). 

20 IR (KBr) 3030, 1672, 1635, 1435, 1331, 1302, 987, 820 cm" 1 
Elemental Analysis for C l5 Hi 3 N0 2 
Calcd. C, 75.30 ; H, 5.48 ; N, 5.85 : 
Found. C, 74.99 ; H, 5.39 ; N, 5.94. 
Reference Example 162 

25 To DMF ( 7 . 18ml) was dropwise added phosphoryl chloride 

(8.64ml) at O'C , and the mixture was stirred at room 
temperature for 30 minutes . To the mixture was added methyl 
acetoacetate (10ml) at oXZ , and the mixture was stirred at 
room temperature for 2 hours . The mixture was cooled to 0*C , 

30 and to the mixture was added 4-bromoaniline (16.78g), and 
the mixture was stirred at 90°C for 4 hours . To the reaction 
mixture was added chloroform, and the mixture was 
neutralized with 8N sodium hydroxide. The organic layer was 
washed with water and saturated sodium chloride solution, 

35 dried with magnesium sulfate and concentrated under reduced 
pressure. The residue was separated and purified with 
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column chromatography (ethyl acetate/hexane=l : 2 ) and was 
recrystallized from ethyl acetate-hexane to give methyl 

6-bromo-2-methylguinoline-3-carboxylate (6.02g) as pale 
yellow crystals. 

5 m.p. 150-15lt 

l H-NMR (200MHz, CDC1 3 ) 6 2.97 (3H, .,. 3 .99 (3H. s) 7 84 
(1H. dd, J-9.0. 2.0 Hz), 7.92 (1H, d, J = 9.0 Hz), 8.02 (1H, 
d, J=2.0 Hz), 8.65 (1H, s) . 

10 TJ^' 1726 ' 13 ' 6 - 12 ' 7 - U3S - 121 '- "74. 

10 829 cm 

Elemental Analysis for C l2 H 10 NO 2 Br 
Calcd. C, 51.45 ; H, 3.60 ; N, 5.00 : 
Found. C, 51.57 ; H, 3.55 ; N, 5.17. 
Reference Example 163 

Under arnnn atmnenKor.A ^ . 

^, a. ouiuixon or methyl 6-bromo- 
2-methylg U inollne-3-carboxylate (l. 22 g), 4-methylphenyl 
borate (0.65g) and potassium carbonate (l.isg) in toluene- 
ethanol-water (40-4-4ml, was stirred at room temperature 
for 1 hour. To the reaction mixture was added tetrakis- 
tnphenylphosphinepalladium (0.15g), and the mixture was 
refluxed for 18 hours and cooled to room temperature. The 
organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
25 purified with column chromatography (ethyl acetate/hexane= 
1 = 1) to give methyl 6- ( 4-methylphenyl) -2-methylquinoline- 
3-carboxylate (1.27g) as colorless crystals 
m.p. 84-87'C 

'H-NMR (200MHz, CDC1,) 6 2.43 (3H, s), 3.01 (3H, s). 4.00 
30 3H. s), 7.32 (2H, d, J =8 .0 Hz), 7.61 (2H, d, J=8 .0 Hz), 
8.01-8.12 (3H, m). 8.79 (1H, s). 
IR (KBr) 1732. 1440, 1277, 1213, 1068, 814 cm- 
Elemental Analysis for C„H 17 N0, 
Calcd. C, 78.33 ; H, 5.88 ; N. 4.81 : 
35 Found. C, 77.98 ; H, 6.02 ; N, 4.75. 
Reference Example 164 
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To a solution of methyl 6- ( 4-methylphenyI) -2-methyl- 
quinoline-3-carboxylate (0.99g) in tetrahydrof uran- 
ethanol (5-5ml) was added 2N sodium hydroxide (2ml) at room 
temperature, and the mixture was stirred for 2 days. To the 
5 reaction mixture was added IN hydrochloric acid (4ml) , and 
the mixture was concentrated under reduced pressure to 
precipitate crystals, which were collected by filtration 
and washed with ethanol and diethylether to give 6- (4- 
methylphenyl) -2-methylquinoline-3-carboxylic acid (648mg) 
10 as colorless crystals, 
rn.p. 273*C (dec.) 

'H-NMR (200MHz, DMSO-d 6 ) 6 2.38 (3H, s), 2.89 (3H, s), 7.34 
(2H, d, J=8.3Hz), 7.74 ( 2H , d, J=8.3Hz), 8.02 (1H, d, J = 8.8 
Hz), 8.15 (1H, dd, J-8.8, 2.1 Hz), 8.37 (1H, d, J = 2.1 Hz), 

15 8.90 (1H, s). 

IR (KBr) 2918, 1703, 1570, 1495, 1257, 1227, 1180, 1151, 

1065, 812, 770 cm* 1 

Elemental Analysis for Ci 8 Hi 5 N0 2 

Calcd. C, 77.96 ; H, 5.45 ; N, 5.05 : 

20 Found. C, 77.74 ; H, 5.34 ; N, 5.12. 
Reference Example 165 

Under argon atmosphere, a solution of ethyl 7-bromo- 
2 , 3-dihydro-l-benzoxepine-4-carboxylate (l.Og), 4 -methyl - 
thiophenyl borate (622mg) and potassium carbonate (0.93g) 

25 in toluene-ethanol-water (30-3-3ml) was stirred at room 
temperature for 1 hour. To the reaction mixture was added 
tetrakistriphenyl-phosphinepalladium (117mg), and the 
mixture was refluxed for 16 hours. To the reaction mixture 
was added tetrakistriphenyl-phosphinepalladium (0.13g), 

30 and the mixture was refluxed for 24 hours and cooled to room 
temperature. The organic layer was washed with saturated 
sodium chloride solution, dried with magnesium sulfate and 
concentrated under reduced pressure. The residue was 
separated and purified with column chromatography (ethyl 

35 acetate/hexane=l: 10) to give ethyl 7- ( 4-methylthio- 

phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxylate ( 442mg) 
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as colorless crystals. 

'H-NMR (200MHz, CDC1,) 6 1.36 (3H. t. J=7.0 Hz), 2.52 (3H 
s), 3.00 (2H. t, J=4.8 Hz), 4.29 (2H, q, J=7 .0 Hz), 4.30 
(2H, t, J=4.6Hz), 7.04 (1H, d, J=8.4Hz), 7.32 (2H, d, J=8.8 
5 Hz), 7.42-7.54 (4H, m) , 7 .65 (1H. br s). 

IR (KBr) 1705, 1489, 1302, 1250, 1230. 1200, 1090, 1063 
1011, 813 cm" 
Reference Example 166 

To a solution of ethyl 7- ( 4-methylthlophenyl) -2 , 3- 
10 dihydro-l-benzoxepine-4-carboxylate (132mg) in ethanol- 
tetrahydrofuran (5ml-5ml) was added IN sodium hydroxide 
(1.0ml) at room temperature, and the mixture was stirred 
for 20 hours and concentrated under reduced pressure To 
the residue was added IN hydrochloric acid (2ml) and the 

15 mixture was extracteri with Pi-hvi a ^ a ^^ mu . , 

— j-^^um.c, iats urganic xayer 

was washed with saturated sodium chloride solution, dried 
with magnesium sulfate and concentrated under reduced 
pressure. The resulting crystal was collected by 
filtration to give 7- ( 4-methylthiophenyl) -2 . 3-dihydro- 
l-benzoxepine-4-carboxylic acid (113mg) as colorless 
crystals. 

'H-NMR (200MHz, DMSO-d t ) 6 2.51 (3H, s,), 2.89 (2H, t. J=4 A 
Hz). 4.25 (2H. t, J=4.4 Hz), 7.04 (1H, d, J =8 . 4 Hz), 7.33 

(2H, d. J=8.4 Hz), 7.58 (1H. dd, J=8.4, 2.4 Hz), 7.61-7.70 
25 (3H, m), 7.80 (1H, d, J=2.4 Hz). 

IR (KBr) 2974, 1689, 1493, 1263, 1213, 1169, 1020, 833 cm" 
Reference Example 167 

To a solution of 4-nitroben 2 ylalcohol (50 g, 0.326 mol) 
in ethyl acetate (EtOAc) (200 ml) were added 3 4- 
dihydropyran (35.7 ml, 0.392 mol) and CSA (camphor sulfonic 
add) (379mg, 1 . 63 cnmol) under stirring at room temperature 
and the mixture was stirred at room temperature for 1 hour. 
After the reaction completed, the reaction mixture was 
neutralized with saturated NaHCO, solution and separated 
ethyl acetate layer was dried with MgS0 4 and concentrated 
under reduced pressure. The residue was purified with 
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silica gel column chromatography to give 4- ( 2-tetrahydro- 

pyranyloxymethyl) nitrobenzene (74.5 g, 96%) as syrup. 

'H-NMR (200 MHz, CDC1 3 )<5: 1.55-2.05 (6H, m) , 3.51-3.62 (1H, 

m), 3.83-3.94 (1H, m) , 4.61 (1H, d, J=13.6Hz), 4.74 (1H, 
5 t, J=3.2Hz), 4.93 (1H, d, J=13.4Hz), 7.51-7.56 (2H, d, 

J=8.8Hz), 8.18-8.24 ( 2H , m) . 

Reference Example 168 

To a solution of 4- ( 2- tetrahydropyranyloxymethyl ) - 

nitrobenzene (59.7 g, 0.256 mol) in ethanol (EtOH) (300 ml) 
10 was added under nitrogen atmosphere at room temperature 10% 

Pd/C (5.97 g) , and catalytic hydrogenation was carried out. 

The mixture was stirred at room temperature for 24 hours. 

After the reaction completed , the catalyst was filtered off , 

and the organic layer was concentrated under reduced 
15 pressure. The residue was purified with silica gel column 

chromatography to give 4 - ( 2 - tetrahydropyranyloxymethyl ) - 

aniline (39.7 g, 76%) as syrup. 

X H-NMR (200 MHz , CDC1 3 ) <5 : 1.45-1.95 (6H, m) , 3.00-3.60 (3H, 
brm), 3.87-4.14 (1H, m) , 4.39 (1H, d, J=11.4Hz), 4.68 (1H, 
20 d, J=11.4Hz), 4.71 (1H, m) , 6.65-6.69 (2H, m) , 7.15-7.19 
(2H , m) . 

Reference Example 169 

To a solution of .2- ( 4-methylphenyl) -6 , 7-dihydro- 
5H-benzocycloheptene-8-carboxylic acid (35.0 g, 0.126 mol) 

25 in tetrahydrofuran (THF) (280 ml) were added (C0C1) 2 (21.9 
ml, 0.251 mol) and DMF (0.7 ml) at 0°C . Under nitrogen 
atmosphere, the mixture was stirred at room temperature for 
4 hours. After the reaction completed. The solvent was 
evaporated, and to the residue was added THF (315 ml) . To 

30 a solution of the acid chloride was added a solution of 
4 - ( 2 -tetrahydropyranyloxymethyl) aniline ( 28 . 1 g, 0 . 138 
mol) and triethylamine (Et 3 N) (26.3 ml, 0.189 mol) in THF 
(105 ml) at 0*C , and the mixture was stirred under nitrogen 
atmosphere, at room temperature for 2 hours. After the 

35 reaction completed, to the mixture was added water, and the 
mixture was extracted with ethyl acetate . The organic layer 
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was washed with saturated NaCl solution and dried with MgSO< . 
The solvent was evaporated and the residue was dissolved 
in methanol (MeOH) (470 ml). To the mixture was dropwise 
added 6N HC1 (5.9 ml) at room temperature, and the mixture 
5 was stirred for 1 hour. After the reaction completed, the 
mixture was neutralized with saturated NaHCO, solution, and 
the solvent was removed. The residue was washed with water 
and then acetone/isopropylether (10:1; 60 ml), and the 
resulting precipitate was filtered, which was dissolved in 
10 THF. The mixture was dried with MgS0 4 , and the solvent was 
evaporated. The resulting powder was washed twice with 
hexane: ethyl acetate (10:1; 50 ml) to give N-(4- 
hydroxymethylphenyl ) - 3 - ( 4 -methylphenyl ) - 6 , 7 - dihydro - 5H- 
benzocycloheptene-6-carboxamide (26.8 g, 
15 56%) as white powder. 

'H-NMR (200MHz, CDC1J 6 , 2.10-2.22 (2H, m) . 2.39 (3H, s), 
2.71 (2H, br t. J=6.4), 2.84-2.91 (2H. m) , 4.67 (2H. s) ' 
7.20-7.26 (2H. m) , 7.33-7.51 (7H, m), 7.61 (2H. d, J=8.4) 
7.71 (1H, br s). 
20 Reference Example 170 

To a solution of N - ( 4 -hydroxymethylphenyl ) - 2 - ( 4 - 
methylphenyl ) - 6 , 7 - dihydro - 5H -benzocycloheptene - 8 - 
carboxamide (10.0 g, 26.1 mmol) and pyridine (0.1 ml) in 
chloroform (150 ml) was dropwise added a solution of thionyl 
chloride (3.4 ml, 39.2 mmol) in chloroform (90 ml), and the 
mixture was stirred under nitrogen atmosphere at room 
temperature for 17 hours. After the reaction completed, 
water was added to the mixture , and the mixture was extracted 
with chloroform. The organic layer was washed with 
saturated sodium chloride solution and dried with anhydrous 
magnesium sulfate. The solvent was evaporated, and the 
resulting powder was washed with hexane to give N-(4- 
chloromethylphenyl) -2- ( 4 -methylphenyl) -6 , 7-dihydro-5H- 
benzocycloheptene-8-carboxamide (10.2 g, 97%) as 
35 colorless powder. 

l H-NMR (200 MHz, CDC1 3 ) 6 , 2.05-2.21 (2H, m) , 2.40 (3H, s). 



25 



30 



BNSOOCia <WO_993346&MJ_> 



WO 99/32468 



345 



PCT/JP98/05707 



2.71 (2H, br t. J=6.4), 2.84-2.91 (2H, m) , 4.58 (2H, s), 
7.20-7.27 (2H, m) , 7.35-7.52 (7H, m) , 7.59-7.65 (2H, m) . 
7.71 (1H, br s) . 
Anal, for C 26 H 24 N0C1- 0 . 25H 2 0: 
5 Calcd: C; 76.83, H; 6.08, N; 3.45. 
Found: C; 76.55, H; 6.00, N; 3.53. 
Reference Example 171 

To a solution of tetrahydro-4H-pyran-4-one (60 g, 0.6 
mol) and water (5 ml) in DMF (70 ml, 0.90 mol) was added 
10 formic acid (46 ml, 1.2 mol), and the mixture was stirred 
at 140^ for 23 hours. After the reaction completed, reflux 
apparatus was changed to evaporation apparatus , crude amine 
was obtained by evaporation (74.6 g). 
b.p. 117 - 123 (27 mm). 
15 To an aqueous solution (100 ml) of the crude amine (30 

g) was dropwise added 6N HC1 (5 drops) , and the mixture was 
washed twice with dichlorome thane . The aqueous layer was 
adjusted to pH 11 with sodium hydroxide. To the mixture was 
added NaCl, and the mixture was extracted with 
2 0 dlchloromethane three times. The organic layer was dried 
with potassium carbonate, and the solvent was evaporated. 
The residue was purified with evaporation to give N,N- 
dimethyl-N-tetrahydropyran-4-ylamine (10.4 g, 29%) as 
colorless oil. 
25 b.p. 75-82 *C (29 mm) . 

X H-NMR (200 MHz , CDC1 3 ) 6 : 1.40-1.82 ( 4H , m) , 2.28 (6H, s) , 
2.25-2.40 (1H, m), 3.37 ( 2H , ddd, J-11.8, 11.8 and 2.2), 
3.97-4.05 (2H, m) . 
Reference Example 172 
30 To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 

l-benzoxepine-4-carboxylic acid (0.6 g, 2.1 mmol) in 
tetrahydrofuran (10 ml) were added oxalyl chloride (0.33 
ml, 4.3 mmol) and N , N-dimethylf ormamide (1 drop) at ot: , and 
the mixture was stirred at room temperature for 2.5 hours. 
35 The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran (6 ml). To the mixture was dropwise 
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added4-(tert-butyldimethylsilyloxy m ethyl)aniline (0.56 g 
2.4 mmol) and triethylamine (0.36 ml. 2.6 rranol) in 
tetrahydrofuran (2 ml) at oTJ, and the mixture was stirred 
at room temperature for 16 hours. To the reaction mixture 
was added water, and the mixture was extracted with ethyl 
acetate. The extract was washed with saturated sodium 
chloride solution and dried with magnesium sulfate. The 
solvent was evaporated, and the residue was subjected to 
silica gel column chromatography. Crude amide (1.1 g) was 
10 obtained from fractions of hexane: ethyl acetate=5:l This 
product was dissolved in acetone (8 ml) . and to the mixture 
was dropwise added 6N hydrochloric acid. The mixture was 
stirred for 1 hour. To che mixture were added 1% sodium 
hydrogen carbonate (100 ml, and diisopropylether (100 ml) " 
is and precipitate va* ~u*^ ... 

— A^^ea, w nxi^h were dissolved in 

acetone . The mixture was dried with magnesium sulfate . and 
the solvent was evaporated. The resulting powder was 
"crystallized from acetone-diisopropyl-ether to give 
N- ( 4 -hydroxymethylphenyl ) - 7 - ( 4 -methylphenyl ) - 2 3 - 

20 dihydro-l-benzoxepine-4-carboxamide (0.87 g) as'colorless 
crystals. "~~ 

l H-NMR (CDC1 3 ) 0: 2.39 (3H, s). 3.08 (2H. brt, J=4.4) 4 36 
(2H t. j-4.4). 4.68 (2H. s), 7.06 (2H, d, J-8.4), 7.18-7.61 
(10H. m). 7.24 (2H, d, J-8.4). 
25 Anal, for C 25 H„N0 3 : 

Calcd: C; 77.90, H; 6.01, N; 3.63. 
Found: C; 77.91. H; 6.10, N; 3.55. 
Reference Example 173 

To a solution of N- (4 -hydroxymethylphenyl) -7- (4- 
30 ^thyl P henyl)-2.3-dihydro-l-ben 2 oxepine-4-carboxamide 

(412 mg, 1.07 mmol) and pyridine (1 drop) in chloroform (5 
ml) was dropwise added thionyl chloride (0.14ml, l.eimmol) 
and the mixture was stirred for 2 hours. The mixture was 
diluted with water and extracted with chloroform The 
■5 extract was washed with saturated sodium chloride solution 
and dried with magnesium sulfate. The solvent was 
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evaporated, and the resulting powder was washed with 
hexane-ethyl acetate (1:1) to give N- ( 4-chloromethyl- 
phenyl ) - 7 - ( 4 -me thylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxamide (380 mg, 88%) as colorless powder. 
5 m.p. 164*C 

1 H-NMR ( CDC1 3 ) 6 : 3.29 ( 3H , s ) , 3.07 ( 2H , t, J = 4 . 8 ) , 4.36 ( 2H , 
t, J=4.8), 4.59 (2H, s), 7.05 (1H, d, J=8.2), 7.22-7.26 (2H, 
m) , 7.36-7.52 (6H, m) , 7.57-7.62 (3H, m) . 
Anal, for C 25 H 22 N0 2 C1: 

10 Calcd: C; 74.34, H; 5.49, N; 3.47. 
Found: C; 74.00, H; 5.42, N; 3.29. 
Reference Example 174 

To a suspension of 1 , 4-cyclohexanedione monoethylene- 
ketal (3.82 g, 24.6 mraol) and dimethylamine hydrochloride 

15 (2.00 g, 24.6 mmol) in 1 , 2-dichloroethane (50 ml) were 

dropwise added triethylamine (4.2 ml, 29.6 mmol) and DBU 
( 1 , 8-diazabicyclo- [5 . 4 .0] -7-undecene) (4.4 ml), and the 
mixture was stirred for 10 minutes . To the mixture was added 
triacetoxyborohydride (7.68 g, 34.4 mmol), and the mixture 

20 was stirred for 4.5 hours. Precipitate was filtered off, 
and the filtrate was concentrated to give crude product (6.34 
g) , which was dissolved in water (10 ml). To the mixture 
was dropwise added concentrated hydro-chloric acid (6 ml) , 
and the mixture was stirred for 48 hours. The reaction 

25 mixture was diluted with water and washed twice with ether. 
The aqueous layer was made basic with sodium hydroxide and 
extracted with ether twice. The extract was washed with 
saturated sodium chloride solution, dried with potassium 
carbonate and purified by evaporation to give 4-dimethyl- 

30 aminocyclohexanone (0.59 g, 17%). 
b.p. 142-St: 

l H-NMR ( CDCI3 ) 6 : 1.69-2.13 (4H, m) , 2.32 (6H, s) , 2.20-2.41. 
(2H, m), 2.44-2.64 (3H, m) . 
Reference Example 175 
35 To a solution of 7- ( 4-ethoxyphenyl ) -2 , 3-dihydro-l- 

benzoxepine-4-carboxylic acid (2.38 g) in THF (50 ml) were 
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added oxalyl chloride (1.4 ml ) and DMF ( 2 drops) at room 
temperature, and the mixture was stirred for 1 hour. Under 
reduced pressure, the solvent was evaporated, and the 
residue was dissolved in THF (50 ml). To the mixture was 
dropwise added a solution of triethylamine (2.1 ml) and 
4-aminoben 2 yloxy-tert-butyldimethylsilane (2.00 g) in THF 
(10 ml) at 0^, and the mixture was stirred at room 
temperature for 18 hours . To the reaction mixture was added 
water, and the mixture was extracted with ethyl acetate 
The organic layer was washed with saturated sodium chloride 
solution, dried with magnesium sulfate and concentrated 
under reduced pressure. The residue was separated and 
purified with column chromatography (ethyl acetate /hexane 
1:4) to give pale yellow crystals (3.99 g) , which were 
dissolved in acetone (50 ml). To the mixture was added 6N 
hydrochloric acid (1.3 ml) at room temperature, Zd the 
mixture was stirred for 1 hour . To the reaction mixture were 
added 5% sodium hydrogen carbonate solution (15 ml) and 
diisopropylether (100 ml). Precipitate was collected by 
filtration and washed with water and diisopropylether . The 
resulting solid was dissolved in THF, dried with magnesium 
sulfate and concentrated under reduced pressure to give 
crystals, which were recrystallized from THF to give 7- 
( 4-ethoxyphenyl ) -N- ( 4-hydroxymethylphenyl) -2 , 3 -dihydro- 
l-benzoxepine-4-carboxamide (2.65 g) as colorless 
crystals . 

m.p. 208-210 X, 

'H-NMR (200MHz, DMSO-dJ d : 1.35 (3H. t. J=7.0 Hz), 2.93- 
3.03 (2H, m). 4.06 (2H, g, J= 7 .0 Hz), 4.45 (2H. br s), 
5-01-5.18 (1H, m). 6.98-7.05 (3H, m) , 7.25-7.34 (3H, m) 
7.49-7.71 (6H, m) . 9.92 (1H, s). 

IR (KBr) V : 3363, 3290, 1659, 1612, 1525, 1493. 1242, 1227 
825 cm" 1 

Anal, for C 26 H„NO, 
35 Calcd: C, 75.16 ; H, 6.06 ; N. 3.37 
Found: C, 75.16 ; H. 6.08 ; N, 3.31. 
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Reference Example 176 

To a suspension of 7- ( 4-ethoxyphenyl) -N- ( 4-hydroxy- 
methylphenyl) -2 , 3-dihydro- l-benzoxepine-4-carboxamide 
(2.55 g) and pyridine (2 drops) in chloroform (50 ml) was 
5 added thionyl chloride (0.8 ml) at room temperature, and 
the mixture was stirred for 20 hours. To the reaction 
mixture was added Water and then THF, and the mixture was 
extracted with ethyl acetate. The organic layer was washed 
with saturated sodium chloride solution, dried with 

10 magnesium sulfate and concentrated under reduced pressure 
to give solid, which was dissolved in THF and ethyl acetate. 
The mixture was concentrated under reduced pressure to give 
crystals , which were collected by filtration and washed with 
diisopropylether to give N - ( 4 - chloromethylpheny 1 ) - 7 - ( 4 - 

1 5 e thoxyphenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxamide 
(2.42 g) as colorless crystals, 
m.p. 187-189 X: 

1 H-NMR (200MHz, DMSO-d 6 ) <5 : 1.35 (3H, t, J=7 . 0 Hz), 2.93- 
3.04 (2H, m), 4.06 (2H, q, J=7.0 Hz), 4.23-4.34 (2H, m) , 
20 4.74 (2H, s), 6.98-7.06 (3H, m) . 7.35-7.42 (3H, m) , 7.52 
(1H, dd, J=8.4, 2.2 Hz), 7.59 (2H, d, J=8 . 8 Hz). 7.70-7.74 
(3H, m), 10.04 (1H, s) . 

IR ( KBr ) V : 3400, 1659, 1610, 1525, 1493, 1242, 1047, 822 
cm" 1 

25 Anal, for C 26 H 2 <N0 3 C1 

Calcd: C. 71.97 ; H, 5.57 ; N, 3.23 

Found: C, 71.96 ; H, 5.54 ; N, 3.04. 

Working Example 227 (Production of Compound 227) 

To solution of 7- ( 4-ethoxyphenyl ) -N- [ 4 - [N-methyl- 

30 N-(tetrahydropyran-4-yl)aminomethyl]phenyl] -2,3- 

dihydro-l-benzoxepine-4-carboxamide (111 mg) in DMF (5 ml) 
was added methyl iodide (0.04 ml) at room temperature, and 
the mixture was stirred for 8 hours . Under reduced pressure , 
the mixture was concentrated, and to the residue was added 

35 ethyl acetate to precipitate solid, which was collected by 
filtration and recrystallized from ethanol-ethyl acetate 
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to give dimethyl-[4-N-[7-(4.ethoxyphenyl)- 2 .3-dihydro- 
l-ben 2 oxepin-4.carbonyl]aminobenzyl]-4-tetrahydro- 
pyranylanunonium iodide (97 mg) as pale yellow crystals, 
m.p. 152-158 t: 

5 >H-NMR (200MHz, CDC1 3 ) 6 : 1.41 (3H. t. J=7.0Hz), 1.68-1 98 
(2H, m), 2.10-2.26 (2H. m) . 2.94 (6H, S ). 2.98-3.08 (2H 
■> . 3.35-3.59 (3H, m) . 3.96-4.16 (2H. m). 4.03 (2H. q . J=7 .0 
H« . 4.19-4.31 (2H. «) , 4.84 (2H, .,. 6 .91 (2H, d, J=8.8 
HZ), 6.97 (1H. d. J=8.4 Hz), 7.38 (1H, dd, J=8.4 2 2 Hz) 
7-44-7.57 (5H. .). 7.69 (1H. d, J-2.2 Hz), 7.80 (2H. d. J-8.4 
Hz), 8.01 (1H, s). 

IR (KBr ) V : 3440, 1657, 1605, 1520, 1491, 1317, 1240 cm- 
Anal, for C„H„N 2 O t I-1.0H 2 O 
Calcd: C. 58.93 ; H, 6.14 ; N. 4.16 
15 Found: c. 58.86 ; H, 6.18 ; N. 4 .19. 

Working Example 228 (Production of Compound 228) 

To a solution of 7- ( 4-ethylphenyl ) -N- [ 4- [N-methyl- 
( tetr ahydropyran- 4 -yl ) aminomethyl ) phenyl ] - 2 , 3 - 
dihydro-l-benzoxepine-4-carboxamide (125 mg, in DMF (5 ml) 
was added methyl iodide (0.04 ml) at room temperature, and 
the mixture was stirred for 20 hours. Under reduced 
pressure, the mixture was concentrated, and to the residue 
was added ethyl acetate to precipitate solid, which was 
collected by filtration and recrystallized from acetone- 
dxethylether-ethanol-diethylether) to give dimethyl- [4- 
N-[7-(4-ethylphenyl)-2.3-dihydro-l-benzoxepin-4- 

carbonyljaminobenzyl] -4-tetrahydropyranylammonium iodide 
(68 mg) as pale yellow crystals, 
m.p. 156-160 *C 

'H-NMR (200MHz, CDC1 3 ) 8 , 1.25 (3H, t. J=7.6Hz), 1.69-1 93 
(2H. m), 2.13-2.28 (2H, m) , 2.66 (2H, q, J=7 . 6 Hz), 2.95 
«H. s), 3.00-3.09 (2H, m) , 3.39-3.56 (2H, m, , 4.02-4.34 
M. m), 4.86 (2H, s), 6.99 (1H. d, J=8.4 Hz). 7.18-7.28 
(3H. m). 7.39-7.56 (5H, m) . 7.69-7.73 (1H, m) . 7.79 (2H 
d. J=8.8 Hz), 8.78 (1H, S ). 

IR (KBr),: 3429, 1657, 1301. 1520, 1491, 1412. 1319, 1244, 
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827 cm -1 

Anal, for C 33 H 39 N 2 0 3 I • 1 . 0H 2 O 
Calcd: C, 60.37 ; H, 6.29 ; N, 4.27 
Found: C, 60.40 ; H, 6.24 ; N, 4.10. 
5 Working Example 229 (Production of Compound 229) 

To a solution of N- [ 4- [ N-methyl-N- ( tetrahydropyran- 
4 -yl ) aminomethyl ] phenyl ] - 7 - ( 4 - tr if luoromethylphenyl ) - 
2, 3-dihydro-l-benzoxepine-4-carboxamide (113.6 mg) in DMF 
(5 ml) was added methyl iodide (0.04 ml) at room temperature, 

10 and the mixture was stirred for 24 hours. Under reduced 
pressure, the mixture was concentrated, and to the residue 
was added ethyl acetate to precipitate solid, which was 
collected by filtration and recrystallized from acetone- 
diethylether-— ethanol-diethyl-ether) to give dimethyl- 

15 [4-N- [ 7- ( 4 -tr if luoromethylphenyl) -2 , 3 -dihydro- 1- 
benzoxepin- 4 -carbonyl ] aminobenzyl ] - 4 - tetrahydro- 
pyranylammonium iodide (99 mg) as pale yellow crystals, 
m.p. 213 *C (dec. ) 

1 H-NMR (200MHz, DMSO-dJ 6 : 1 . 42- 1 . 66 ( 2H , m) , 1.75-1.88 (2H, 

20 m), 2.55 (6H, s), 2.62-2.72 ( 2H , m) , 2.94-3.35 (3H, m) , 
3.68-3.81 (2H, m) , 3.96-4.08 ( 2H , m) , 4.13 (2H, s), 6.80 
(1H, d, J=8.8 Hz), 7.05 ( 1H , s), 7.21 (2H, d, J=8 . 4 Hz), 
7.34-7.40 (1H, m), 7.44-7.63 (7H, m) , 9.89 (1H, s). 
IR (KBr)V: 3277, 1649, 1510, 1520, 1491, 1325, 1255, 1120, 

25 843 cm" 1 

Anal, for C 32 H 34 N 2 0 3 F 3 I ■ 0 . 2H 2 0 
Calcd: C, 56.35 ; H, 5.08 ; N, 4.11 
Found: C, 56.21 ; H, 5.16 ; N, 4.11. 
Reference Example 177 

30 In l,2-dichloroethane(400 ml) was suspended p-nitro- 

benzylamine hydrochloride (30.8 g), 1 , 4-cyclohexane-dione 
monoethyleneketal (25.4 g) and triethylamine (23 ml), and 
to the suspension was added sodium triacetoxy boron hydride 
(50.9 g) under ice-cooling. Under nitrogen atmosphere, the 

35 mixture was stirred at room temperature for 2.5 hours. Under 
ice-cooling , 37% formalin (14.6 ml) and sodium triacetoxy 
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boron hydride (50.9 g) were added to the mixture. Under 
nrtrogen atmosphere, the mixture was stirred at room 
temperature overnight. The mixture was neutralized with 
sodium hydrogen carbonate and extracted with 1 2- 
5 dichloroethane. The organic layer was washed with sodium 
chlorrde solution and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated to give 
yellow solid (47.5 g), 44 g of which was dissolved in (660 
ml). To the mixture was added reduced iron (32 g) little 
10 by little, and the mixture was stirred at room temperature 
overnight. The solvent was evaporated, and to the residue 
was added ethyl acetate . The precipitate was filtered off 
and the filtrate was made alkaline with potassium carbonate 
and extracted with ethyl acetate. The organic layer was 
15 washed with water and saturated sodium C hw^ e 

and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purifaed with silica gel column chromatography (ethyl 
acetate/ triethylamine/methanol) to give 4-((N-(4 4- 
20 ethylenedioxycyclohexyl ) -N-methyl ) aminomethyl ) aniline 
(34.1 g) as brown oil. 

l H-NMR(CDCl 3 )<5: 1.36-1.93 (8H, m) . 2.17 (3H. s). 2.43-2 57 
(1H, m). 3.46 (2H, s). 3.60 (2H, br), 3.94 (4H, s). 6.64 
(2H, d, J=8.4Hz), 7.09 (2H, d, J=8.4Hz). 
25 IR(neat)V: 2946, 1615cm" 1 . 

Working Example 230 (Production of Compound 230) 

In dichloromethane (400 ml) was suspended 7- (4- 
me t hy ipheny 1 ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxylic 
acid (17.0 g), and to the suspension were added oxalyl 
chloride (10.3 ml) and dime thylf ormamide (catalytic amount) 
under ice-cooling. The mixture was stirred at room 
temperature for 2 hours, and the solvent was evaporated 
The residue was dissolved in tetrahydrofuran (300 ml), and 
the mixture was dropwise added to a solution of 4-((N- 
( 4 . 4 -ethylenedioxycyclohexyl ) -N-methyl ) aminomethyl ) - 
aniline (16.75 g) and triethylamine (25 ml) in tetrahydro- 
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furan (200 ml), under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature 
overnight, and the solvent was evaporated. To the residue 
was added water, and the mixture was extracted with ethyl 
5 acetate. The organic layer was washed with water and 

saturated sodium chloride solution and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals , which were recrystallized 
from ethyl acetate to give N- ( 4- ( (N- ( 4 , 4-ethylenedioxy- 
10 cyclohexyl ) - N -methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methyl - 

phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxamide (17.1 g) 

as colorless crystals, 
mp 192-193 f C. 

1 H-NMR(CDC1 3 ) 6 : 1.48-1.86 (8H, m) , 2.20 (3H, s), 2.39 (3H, 
15 s), 2.45-2.60 (1H, m) , 3.08 (2H, t, J = 4 . 5Hz ) , 3.56 (2H, s), 

3.95 (4H, S), 4.36 (2H, t, J=4.5Hz), 7.06 ( 1H , d, J-8 . 4Hz ) , 

7.23-7.33 (4H, m) , 7.44-7.56 (7H, m) . 

IR(KBr) V : 2948, 1651cm" 1 . 

Anal, for C 34 H 38 N 2 0 4 : 
20 Calcd: C, 75.81; H, 7.11; N, 5.20. 

Found: C, 75.51; H, 6.99; N, 5.29. 

Working Example 231 (Production of Compound 231) 

In acetic acid (100 ml) and IN hydrochloric acid (200 

ml) was dissolved N- ( 4- ( (N- ( 4 , 4-ethylenedioxycyclo- 
2 5 hexyl ) -N -methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methy Iphenyl ) - 

2,3-dihydro-l-benzoxepine-4-carboxamide (17. 1 g) , and the 

mixture was stirred at 100X: for 1 . 5 hours and concentrated. 

The residue was neutralized with IN sodium hydroxide and 

extracted with ethyl acetate. The organic layer was washed 
30 with water and saturated sodium chloride solution and dried 

with anhydrous magnesium sulfate. Under reduced pressure, 

the solvent was evaporated to give crude crystals, which 

were recrystallized from ethyl acetate-methanol to give 

N- ( 4 - ( ( N- ( 4 -oxocyclohexyl ) -N-methyl ) aminomethyl ) - 
3 5 phenyl ) - 7 - ( 4 -me thy Iphenyl ) - 2 , 3 - dihy dro - 1 - ben z oxepine - 4 - 
carboxamide (12 g) as colorless crystals. 
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mp 149-150t;. 

•H-NMRtCDCl^: 1. 78 -2.13 (4H. 2 .23 (3 „. .,. 2 . 25 . 2 . 35 

m) ' 2 ' 39 (3H ' S >< 2.45- 2 .57 (2H. .) . 2.84-2.94 (1H 

5 7 as nV 2H ' J=4 ' 4HZ) * 3 - 59 (2H ' S) ' 4 ' 35 < 2H < C < >. 

5 7 06 (1H. d. J=8.0Hz), 7. 22 - 7 . 34 (4H. «, . 7 . 43 . 7 . 57 (6H> 
m). 7.65 (1H. s). 
IR(KBr) v : 2946, 1713cm 1 . 
Anal, for C 32 H 34 N 2 0 3 

Calcd: C, 77.70; H, 6.93; N, 5.66. 
10 Found: C, 77.45; H. 6.78; N, 5.65. 
Reference Example 178 

To a mixture of methyl 2 -bromo-6 . 7-dihydro-5H- 
benzocycloheptene-8-carboxylate (0.5 g) 4.(1 
pyrrol ldinyl)phenyl borate(0<37 g) m pQ ' tass carbonate 

(6 ml) and ethanol(6 ml) ^ , _ 

' tvxuen « mi), and the 

mrxture was stirred under argon atmosphere at room 
temperature for 30 minutes. To the mixture was added 
tetrakistriphenylphosphinepalladium (0.08 g), and the 
mixture was refluxed for 6 hours and extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution and dried with anhydrous 
magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give colorless crystals 
(0.48 g), which were dissolved in IN sodium hydroxide (15 
ml), methanol (50 ml) and tetrahydrof uran (50 ml,. The 
mxxture was stirred at room temperature overnight 
concentrated and neutralized with hydrochloric acid to 
precipitate 2- ( 4- ( 1-pyrrolidinyl) phenyl) -6 . 7-dihydro- 

5H-benzocycloheptene-8-carboxylic acid (0.46 g) as pale 
yellow crystals. 

mp 242-243t:(dec. ) . 

*H-NMR(DMSO-d 6 ) 5 : 1.93-2.00 ( 6H .., . 2 . 56 (2H, t. J = 5.8Hz) 
•76-2.82 (2H, . 3 . 23 . 3 . 35 (4H , m)> , 6Q ^ ^ j=q 
.20 1H d . J=8 . 2Hz) . 7 . 44 (1Hf Mf ^ 
(2H. d. J=8.8Hz). 7.56 (1H, d. J=1.0Hz). 7.69 ( 1H s) 
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Anal, for C 22 H 23 NO 2 *0. 1H 2 0: 
Calcd: C, 78.82; H, 6.98; N, 4.18. 
Found: C, 78.92; H, 6.95; N, 4.15. 
Working Example 232 (Production of Compound 232) 
5 To a solution of 2- ( 4- ( 1-pyrrolidinyl) phenyl) -6 , 7- 

dihydro-5H-benzocycloheptene-8-carboxylic acid (0.45 g) , 
4-(N-methyl-N-(tetrahydropyran-4-yl)aminomethyl)aniline 
(0.33 g) and l-hydroxybenzotriazole (0.18 g) in dimethyl- 
formamide (20 ml) was added l-ethyl-3- ( 3-dimethylamino- 
10 propyl )carbodiimide hydrochloride (0.39 g) under ice-. 

cooling. Under nitrogen atmosphere, the reaction mixture 
was cooled to room temperature, and to the mixture were added 
4-dimethylaminopyridine (catalytic amount) and tri- 
ethylamine (0.56 ml). The mixture was stirred overnight, 
15 poured into water and extracted with ethyl acetate. The 
organic layer was washed with water and saturated sodium 
chloride solution and dried with anhydrous magnesium sulfate . 

Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl 
20 acetate/methanol/triethylamine) to give crude crystals, 
which were recrystallized from ethyl acetate-hexane to give 
2 - ( 4 - ( 1 -pyrrolidinyl ) phenyl ) -N- ( 4 - ( ( N- 1 etrahydropyran - 
4 - yi-N -methyl ) aminomethyl ) phenyl ) - 6 , 7 - dihydro - 5H- 
benzocycloheptene-8-carboxamide (0.28 g) as colorless 

25 crystals. 

mp 124-125X3. 

1 H-NMR(CDC1 3 ) 6 : 1.66-1.77 (4H, m) , 1.99-2.06 (4H, m) , 
2.11-2.18 (2H, m) , 2.21 (3H, s) , 2.55-2.75 (3H, m) , 2.84-2.90 
(2H, in), 3.30-3.44 (6H, m) , 3.58 (2H, s), 4.00-4.14 (2H, 
30 m), 6.64 (2H, d, J=9.0Hz), 7.19 (1H, d, J = 8.0Hz), 7.31 ( 2H , 
d, J = 8.5Hz), 7.39-7.51 ( 4H , m) , 7.57 (2H, d, J=8.5Hz), 7.64 
(1H, s). 

IR(KBr) V : 2946, 2843, 1651, 1611cm" 1 . 
Anal, for C^H.^O,' 0 . 2H 2 0 
35 Calcd: C, 77.95; H, 7.74; N, 7.79. 
Found: C, 77.76; H, 7.59; N, 7.79. 
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Reference Example 179 

h.„ » ^"""""oathane (50 ml) were dissolved p-nitro- 

TT? Y *° " 91 ~" S -*~->-»~ ».» g, end to 
the saxture was edded sodium trlecetoxy boron hydride „ 8 

It 1Ce -° OOU " 9 - ™» ■"»«« atmosphere, the 
fixture was stirred et room temperature for 5 hours. Under 

and sod ! mlXtUra ~ -> 

los°r OXyb ° r0 " hyaride "nder nitrogen 

atmosphere, the mixture wes stirred et room temperature 

Hoi ; T ° the mixture " as aaaea - «■« 

was concentrated, neutralised with agoeous sodium hydroxide 
and extracted with ethyl acetate. The organic layer wis 

with anhydrous magnesium sulfete. Under reduced pressure 

the solvent was evaporated „„* ^ ' 

T „-4.u . ,. . — e xcaxuue was purified 

with sxlxca gel column (ethyl acetate/ me thanol/ 
triethylamine) to give yellow oil (5 . 0 g) , 2 . 5g of wh±ch 
was dlssolved in ethanol(5Q mi) ^ hydr 9 oge f na t ^ 

was earned out with 5% palladia on carbon (0.2 g) for 15 
ZLZ C T YSt ^ filt6red ° ff ' "* «- ^ » 
(ethyl acetate/methanol/triethylamine) to give 4-((N-3- 

hydroxypropyl-N-methyDaminomethyD-aniline (1. 5 g as 
pale yellow oil. 

,.»,!,,,,, (2 „. .,.,.„ (3H , 2 

3-5 M ' <2H ' 3 - 65 <2H ' 3 -" < 2 »- t. 

IR(neat)v ; 3347, 2948i 2799> 16lScm „ 

"orting Example 233 (Production of Compound 233! 

In dichlororcethane (5 ml, was suspended 2-(4-methyl- 
P^.-e.7-aihydro- 5 B-henzocycloheptene- 8 -cJoxy:ir 

chlo , a " a t0 SUS " ensl <"' "are added oxalyl 
Chloride (0.23 „!, and dimethylf or^amide (catalytic 
amount, under ice-cooling. The mixture was stirred at room 
temp rat e for !.5 hours, and the solvent was evaporate 
The residue was dissolved in tetrahydrof uran ,13 ml,, and 
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the mixture was dropwise added to a solution of 4-((N- 
3-hydroxypropyl-N-methyl)aminomethyl) aniline (0.23 g) and 
triethylamine (0.45 ml) in tetrahydrof uran (15 ml) under 
ice-cooling. Under nitrogen atmosphere, the mixture was 
5 stirred at room temperature overnight, and the solvent was 
evaporated. To the residue was added water, and the mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 

10 pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (ethyl acetate/methanol/ 
triethylamine) to give crude crystals, which were 
recrystallized from ethyl acetate-hexane to give N-(4- 
( (N- 3 -hydroxypropyl-N-methyl)aminomethyl) phenyl) -2- ( 4- 

1 5 methylphenyl ) - 6 , 7 -dihydro - 5H-benzocycloheptene- 8 - 
carboxamide (0.32 g) as colorless crystals, 
mp 139-140t;. 

1 H-NMR ( CDC1 3 ) 6 : 1.72-1.81 (2H, m) . 2.13-2.19 ( 2H , m) , 2.25 
(3H, s), 2.40 (3H, s), 2.63-2.75 (4H, m) , 2.86-2.92 ( 2H . 

20 m), 3.53 (2H, s), 3.79 (2H, t, J=5.4Hz), 7.21-7.32 (3H, m) , 
7.42-7.52 (6H, m) , 7.58 (2H, d, J = 8.4Hz), 7.66 ( 1H , s). 
IR(KBr) V : 2936, 1651cm" 1 . 
Anal, for C 30 H 34 N 2 O 2 -0 . 5H 2 0: 
Calcd: C, 77.72; H, 7.61; N , 6.04. 

25 Found: C, 77.94; H, 7.62; N, 6.15. 

Working Example 234 (Production of Compound 234) 

In dichloromethane(12 ml) was suspended 7-(4-methyl- 
phenyl)-2,3-dihydro-l-benzoxepine-4-carboxylic acid (0.4 
g), and to the suspension were added oxalyl chloride (0.37 

30 ml) and dimethylf ormamide (catalytic amount) under ice- 
cooling. The mixture was stirred at room temperature for 
2 hours, and the solvent was evaporated. The residue was 
dissolved in tetrahydrof uran (15 ml), and the mixture was 
dropwise added to a solution of 4- ( (N- 3 -hydroxy-propyl - 

35 N-methyl)aminomethyl) aniline (0.33 g) and tri-ethylamine 
(0.6 ml) in tetrahydrof uran ( 15 ml) under ice-cooling. Under 
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nitrogen atmosphere . the mixture was stlrred at room 

Ith ethvT 6 7 M " ea - th ° -«» « extracted 

5 La sat T: ■ 0r9a ° 1C Ujer - — * ««> water 

lX7L? m sul£ate - una " reiu ^ 

silica net 7 P ° rated - - «- »"« «. Purified with 
Silica gel column (ethyl acet.te/matnanol/triethylamine, 

10 a etat.lt T"' ' ^ "~ ~n.UlU« from ethy 
LU acetate-hexane to qive N-fd r/M ? u ^. 

^>^w,p h « IJ1) . 7 . (4 : Mtlv J^ 1 ^ 

dxhydro-l-ben Z oxepine-4-carboxan,ide (0.39 g, 
as colorless crystals, 
mp 119-120 < C. 



1 H-NMR(CDC1 2 ) 0: 1.68-1,80 (2H ~* - -> 

' J" 65 (2H ' *' J =5-8Hz), 3.07 (2H, t, J=4.6H 2 , 3 52 (2H 
s). 3.77 (2H, t . J=5 . 2H2) , 4 35 « J-« H. 

o. J-8.4HZ), 7.78 (lH.s) 



20 IR(KBr) V : 3287. 2948. 1649cm". 
Anal, for C„H„N,cyo .2H,0; 
Calca, c. 75.69, H. 7.10; H, 6.09 
Poena, c. 75.58; H, 6.93; N. 6.08 
Working Example 235 (Production of Compouna 235) 

Phenyl fTZT^ '-«-thyl- 
(oT; dr °- 1 - beD2<>thle '> i — '-carboxylioaoid 

0 27 a a,'"' SUSPenSi °" "*" aMed 

ice lot <=«t.lytio amount, under 

30 for 2 h n,1XtUre " SS " ™- temperature 

for 2 hours, and the solvent was evaporated. The residue 
was ^ solvea in tetrahydrof „ an (I5 t - 

was d, adaea to a soiuUon ^ 4 . (> 

tetr^ydropyran^-yDaminomethyDanlllne (0.25 g, and 

35 e oouT 9 U a" 10 -J — 

stirred . f """^ "—»'»». the mixture was 

stirred at room temperature overnight, and the solvent was 
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evaporated. To the residue was added water, and the mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
5 pressure, the solvent was evaporated to give crude crystals , 
which were recrystallized from ethyl acetate-hexane to give 
7 - ( 4 -methylphenyl ) -N- ( 4 - ( (N-tetrahydropyran-4-yl-N- 
methyl ) aminomethyl ) phenyl ) - 2 , 3 -dihydro - 1 -benzo thiepine - 
4-carboxamide (0.45 g) as colorless crystals. 

10 mp 177-178t;. 

1 H-NMR(CDC1 3 ) 6 : 1.63-1.77 (4H, m) , 2.21 (3H, s), 2.40 (3H, 
s), 2.57-2.70 (1H, m) , 3.08 (2H, t, J=5.8Hz), 3.26-3.44 (4H, 
m), 3.57 (2H, s), 4.01-4.11 ( 2H , m) , 7.24-7. 34 ( 3H , m) , 
7.40-7.57 (8H, m) , 7.70 ( 1H , s). 

15 IR(KBr) V ; 2949, 1651cm" 1 . 

Anal, for C 31 H 34 N 2 0 2 S' 0 . 3H 2 0 : 

Calcd: C, 73.86; H, 6.92; N , 5.56. 

Found: C, 73.93; H, 6.73; N , 5.82. 

Working Example 236 (Production of Compound 236) 

20 In dichloromethane (6 ml) was suspended 2- (4- 

methylphenyl ) - 6 , 7 -dihydro- 5H-benzocycloheptene- 8 - 
carboxylic acid (0.25 g) , and to the suspension were added 
oxalyl chloride (0.24 ml) and dimethylf ormamide (catalytic 
amount) under ice-cooling. The mixture was stirred at room 

25 temperature for 1.5 hours, and the solvent was evaporated. 
The residue was dissolved in tetrahydrof uran (15 ml, and 
the mixture was dropwise added to a solution of 4-((N- 
methyl-N- (pentan-3-yl) ) aminomethyl) aniline (0.2 g) and 
triethylamine ( 0 . 38 ml) in tetrahydrof uran (15 ml) under 

30 ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature for 5 hours, and the solvent 
was evaporated. To the residue was added water, and the 
mixture was extracted with ethyl acetate . The organic layer 
was washed with water and saturated sodium chloride solution 

35 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give crude crystals , 
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which were recrystallized from ethyl acetate-hexane to give 
N-(4-((N-methyl-N-(pentan-3-yl))a m inomethyl)p h enyl)-2- 

(4-methylphenyl)-6,7-dihydro-5H- b enz 0 cycloheptene-8- 
carboxamide (0.23 g) as colorless crystals 
5 mp 112-113t:. 

^NMR(CDCl3) 5 : 0.94 (6H, t, J=7 .3Hz). 1.26-1.54 (4H, 
2.14 (3H. S). 2.14-2.32 (3H. , 2 .40 (3H, s). 2.72 (2H, 
t ; J=6.4Hz), 2.86-2.91 (2H, m> . 3 .55 (2H. .). 7.21-7.27 (3H. 

m), 7.31-7.56 (8H. m) , 7.62 (1H. s). 
10 IR(KBr) v : 2930, 1651cm- 1 . 

Anal, for C„H M N 2 0: 

Calcd: C. 82.36; H, 8.21; N, 6.00. 
Found: C, 82.30; H, 8.05; N. 5.90. 
Reference Example 180 

To a mixture of 3- ( 4-methylphenyl) -6 . 7 . 8 . 9-tetra- 
hydro-5H-benzocycloheptan-5-one (0.5 g) . potassium 
carbonate (1.65 g) and 18-crown-6 (1.05 g) was added 
dxmethylsulfoxide (10ml). Under carbon dioxide atmosphere . 
the mixture was stirred at room temperature for 20 hours 
poured into water, acidified with hydrochloric acid and' 
extracted with ethyl acetate . The organic layer was washed 
with water and subjected to back extraction with sodium 
hydroxide and water. The aqueous layer was collected 
acidified with hydrochloric acid and extracted with ethyl 
25 acetate. The organic layer was washed with water and 

saturated sodium chloride solution and dried with anhydrous 
magnesium sulfate. The solvent was evaporated to 
precipitate colorless crystals (0. 42 g) . which were filtered 
wxthhexane and dissolved methanol (40ml). To the mixture 
was added sodium boron hydride (0.54 g), and the mixture 
was stxrred at room temperature for 1 hour. To the mixture 
was added water, and the mixture was concentrated was 
acidified with hydrochloric acid and extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated sodium chloride solution and dried with anhydrous 
magnesium sulfate. The solvent was evaporated to give 
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colorless crystals (0.41 g), which were dissolved in 80% 
formic acid (40 ml). The mixture was stirred at lOO'C for 
2 . 5 hours and concentrated. To the residue was added water, 
and the mixture was extracted with ethyl acetate. The 
5 organic layer was washed with water and saturated sodium 
chloride solution and dried with anhydrous magnesium sulfate . 

The solvent was evaporated, and the residue was purified 
with silica gel column (ethyl acetate/hexane ) to give 
2- ( 4-methylphenyl) -6 , 7-dihydro-5H-benzocycloheptene-8- 
10 carboxylic acid (0.14 g) as 
colorless crystals. 

1 H-NMR(CDC1 3 ) 6 : 2.04-2.18 (2H, m) , 2.40 (3H, s), 2.70 (2H, 
t, J=6.8Hz) , 2.86-2.91 (2H, m), 7.21-7.28 (3H, m), 7.44-7.56 
(4H, m) , 7.91 (1H, s) . 

15 Reference Example 181 

In dime thylsulf oxide (15 ml) were dissolved 3- (4- 
methylphenyl ) - 6 , 7 , 8 , 9-tetrahydro-5H-benzocycloheptan-5- 
one (0.5 g) and 18-crown-6 (1.05 g) . Under ice-cooling, 
potassium t-butoxide (1.65 g) was added to the solution. 

20 Under carbon dioxide atmosphere, the mixture was stirred 
at room temperature for 3 hours , poured into water, acidified 
with hydrochloric acid and extracted with ethyl acetate. 
The organic layer was washed with water and subjected to 
back extraction with sodium hydroxide and water. The 

25 aqueous layer was collected, acidified with hydrochloric 
acid and extracted with ethyl acetate. The organic layer 
was washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. The solvent was 
evaporated to precipitate colorless crystals (0.47 g), which 

30 were filtered with hexane and dissolved in ethanol (40 ml) . 
To the mixture was added sodium boron hydride (0.58 g) , and 
the mixture was stirred at room temperature for 1 hour. To 
the mixture was added water , and the mixture was concentrated, 
acidified with hydrochloric acid and extracted with ethyl 

35 acetate. The organic layer was washed with water and 

saturated sodium chloride solution and dried with anhydrous 
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magnesium sulfate. The solvent was evaporated to 
precipitate colorless crystals (0 . 46 g) , whi ch were filtered 
with hexane. To the crystals was added 80% formic acid 
(10ml) . and the mixture was refluxed for 1.5 hours. To the 
5 mixture was added water, and the mixture was extracted with 
ethyl acetate. The organic layer was washed with water and 
subjected to back extraction with sodium hydroxide and water 
The aqueous layer was collected, acidified with 
hydrochloric acid and extracted with ethyl acetate. The 
10 organic layer was washed with water and saturated sodium 
chloride solution and dried with anhydrous magnesium sulfate . 
The solvent was evaporated to precipitate 2-(4-methyl- 

phenyl)-6,7-dihydro-5H-benzocycloheptene-8-carboxylic 
acid (0.22 g) as colorless 

"■fcjwlwuj.o, 

^RCCDCl,.: 2.04-2.16 (2 „. m) . 2 . 40 ( 3H . s ) . 2 . 69 ( 2H . 

t J- 7H Z . 2.86-2.91 ( 2H . m, . 7 . 21 -7.278 <3H, . 

7-44-7.56 (4H, m) , 7.89 (1H, s). 

Working Example 237 (Production of Compound 237) 

In dimethylformamide (loo ml) was dissolved 7-(4- 
methylphenyl ) -N- ( 4- ( (N- ( 4 -oxocyclohexyl ) -N-methyl ) - 
aminomethyl) -phenyl) -2 , 3-dihydro-l-benzoxepine-4- 

ZT7!\ e IV s 9h and to the mlxture was added -W 

iodide <4.7ml). Under nitrogen atmosphere , the mixture was 
stxrred at room temperature overnight. The solvent was 
evaporated, and to the residue was added acetone to give 
dimethyl- (N- ( 7 - ( 4 -methylphenyl ) -2 . 3 -dihydro- 1 - 

ben 2 oxepin-4-carbonyl)-4-aminoben 2 yl,- N - (4 -oxocyclo- 
nexyl ) ammonium iodide (8 9 a) 

. xue 9) as colorless crystals 

30 *.^«m*. )t , 2 .„. 2 . um . 2 . 34( 3„ y s) . 2 . 41 . 

(IB. -) 4.3! t . J=4 . 1H2) , 4 56 (2H s) 7 ^ 

-8.4Hz, 7 . 27 (2 „. d , M-aHt)i , 3? 7 

35 (!«: ' (1H ' j " 2 - 2Hz) - 7 - es <2H - *■ j - 8 - 8hz '- 

Working Sxmple 23e ( p roauctlon „ f Compomd 238) 
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In dimethylformamide (5 ml) was dissolved in 2- (4- 
( 1 -pyrrolidinyl ) phenyl ) -N- ( 4 - ( ( N- tetrahydropyran- 4 -yl- 
N-methyl ) aminomethyl ) phenyl ) - 6 , 7 -dihydro- 5H-benzo- 
cycloheptene-8-carboxamide (0.15 g) , and to the mixture was 
5 added methyl iodide (0.02 ml). Under nitrogen atmosphere, 
the mixture was stirred at room temperature overnight. To 
the mixture was added ethyl acetate, and crude crystal was 
filtered. The crude crystal was recrystallized from 
ethanol-ethyl acetate to give dimethyl- (N-(2-(4-(l- 
10 pyrrolidinyl) phenyl) -6 , 7 -dihydro -5H-benzocycloheptene- 
8 - carbonyl ) - 4 - aminobenzyl ) - 4 - 1 etrahydropyranylammonium 
iodide (0.05 g) as pale brown powder. 

l H-NMR(DMSO-d 6 ) 6 : 1.80-2.20 (10H, m) , 2.6 3 (2H, t , J=5.6Hz) , 
2.81-2.84 (2H, m) , 2.88 (6H, s) , 3.24-3.44 (6H, m) , 3.54-3.6 5 

15 (1H, m), 4.02-4.11 (2H, m) , 4.46 ( 2H , s), 6.62 (2H, d, 

J=9.0Hz), 7.25 (1H, d, J=7.8Hz), 7.36-7.60 (7H, m) . 7.88 
(2H, d,J=8.4Hz), 10.22 (1H, s). 
IR(KBr) v : 2967, 1663, 1609cm" 1 . 
Anal, for C 36 H 44 IN 3 0 2 'H 2 O: 

20 Calcd; C, 62.15; H, 6.66; N, 6.04. 
Found: C, 61.89; H, 6.30; N, 5.97. 
Working Example 239 (Production of Compound 239) 

In dimethylformamide (5 ml) was dissolved N-(4-((N-3- 
hydroxypropyl-N-methyl ) aminomethyl ) phenyl ) - 2 - ( 4 -methyl - 

25 phenyl) -6 , 7-dihydro-5H-benzocycloheptene-8-carboxamide 

(0.2 g), and to the mixture was added methyl iodide (0.04 
ml) . Under nitrogen atmosphere, the mixture was stirred at 
room temperature overnight. The solvent was evaporated, 
and to the. residue was added ethyl acetate to give crude 

30 crystals, which were filtered and recrystallized from 
ethanol-ethyl acetate to give N- ( 3-hydroxypropyl ) -N , N- 
dimethyl- (N- (2- ( 4-methylphenyl ) -6 , 7 -dihydro- 5H-benzo- 
cyclohep t ene - 8 - carbonyl ) - 4 - aminobenzyl ) ammonium iodide 
(0.05 g) as colorless crystals. 

35 mp 210-213*0. 

1 H-NMR(CDC1 3 +CD 3 0D) 5 : 2.00-2.20 (4H, m) , 2.40 (3H, s) , 2.71 
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(2H. t. J=6.6Hz), 2.87-2.92 (2H, m), 3.10 (6H. s), 3.54-3.65 
(2H. m). 3.73 (2H. t, J=5.3Hz), 4.63 (2H. s), 7.22-7.27 (3H, 
m), 7.43-7.58 (7H. in), 7.80 (2H. d. J=8.4Hz), 9.21 (1H s) 
IR(KBr)v : 3337, 2934, 1653cm' 1 . 
Anal, for C 31 H 37 IN 2 O 2 -0.5H 2 O: 
Calcd: C, 61.49; H, 6.33; N, 4.63. 
Found: C, 61.55; H, 6.22; N, 4.74. 
Working Example 240 (Production of Compound 240) 

In dimethylformamide (5 ml) was dissolved N-(4-( (N-3- 
hydroxypropyl-N-methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methyl - 
phenyl) -2, 3-dihydro-l-benzoxepine-4-carboxamide (0.14 g) , 
and to the mixture was added methyl iodide ( 0 . 04 ml ) . Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature overnight. The solvent was evaporated, and to 
the residue was added ethyl acetate to give crude crystals, 
which were filtered and recrystallized from ethanol-ethyl 
acetate to give dimethyl- 3 -hydroxypropyl- (N- ( 7- ( 4- 
methylphenyl ) - 2 , 3-dihydro-l -benzoxepin- 4 -carbonyl ) - 4- 
aminobenzyl) ammonium iodide (0.15 g) as colorless crystals. 
20 mp 216-219t:. 

l H-NMR(CDCl 3+ CD 3 OD)<5: 2.00-2.20 (2H, m) , 2.40 (3H, s), 
3.06-3.10 (2H, m), 3.10 (6H, s), 3.51-3.61 (2H, m), 3.73 
(2H. t, J=5.4Hz), 4.37 (2H, t, J=4.6Hz), 4.61 (2H, s), 7.07 
(1H, d, J=8.4Hz), 7.25 (2H, d, J=8.2Hz), 7.46-7.59 (7H, m) , 
25 7.81 (2H, d, J=8.2Hz) , 9.54 (1H, s). 
IR(KBr) V : 3306, 1651cm' 1 . 
Anal, for C 30 H 35 IN 2 Cy0.5H 2 O: 
Calcd: C, 59.31; H, 5.97; N, 4.61. 
Found: C, 59.36; H, 5.95; N, 4.75. 
Working Example 241 (Production of Compound 241) 

In dimethylformamide (5 ml) was dissolved 7-(4- 
methylphenyl)-N-(4-((N-tetrahydropyran-4-yl-N-methyl)- 
a m inomethyl)- P henyl)-2,3-dihydro-l-benzothiepine-4- 
carboxamide (0.19 g), and to the mixture was added methyl 
iodide (0.03 ml). Under nitrogen atmosphere, the mixture 
was stirred at room temperature overnight . The solvent was 
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evaporated, and to the residue was added ethyl acetate to 
give crude crystals, which were filtered and recrystallized 
from ethanol-hexane to give dimethyl- (N- ( 7- ( 4 -methyl - 
phenyl) -2 , 3-dihydro-l-benzothiepine-4-carbonyl) -4- 
5 aminobenzyl) -N- ( 4 -tetrahydropyranyl) ammonium iodide (0.2 
g) as colorless crystals, 
mp 220-222*C (dec. ) . 

l H-NMR(DMSO-d 6 ) 6 : 1.78-1.95 (2H, m), 2.05-2.20 (2H, m) , 2.35 
(3H, s), 2.88 (6H, s), 2.95-3.05 (2H, m) , 3.21-3.32 (4H, 
10 m), 3.50-3.65 (1H, m) , 4.05-4.15 (2H, m) , 4.46 (2H, s), 7.29 
(2H, d, J=8.0Hz) , 7.46-7.63 (7H,m), 7.81-7.90 (3H, m) , 10.34 
(1H, s). 

IR(KBr) V : 2924, 1657cm -1 . 

Working Example 242 (Production of Compound 242) 
15 In dimethylf ormamide (5 ml) was dissolved N-(4- 

( ( N-methyl-N- ( pentan- 3 -yl ) ) aminomethyl ) phenyl ) - 2- ( 4- 
methylphenyl ) -6 , 7-dihydro-5H-benzocycloheptene-8- 
carboxaxnide (0.17 g) , and to the mixture was added methyl 
iodide (0.08 ml). Under nitrogen atmosphere, the mixture 
20 was stirred at 45*C overnight. The solvent was evaporated, 
and to the residue was added ethyl acetate to give crude 
crystals, which were filtered and recrystallized from 
ethanol-ethyl acetate to give dimethyl- (N- ( 2 -( 4 -methyl - 
phenyl) -6 , 7-dihydro-5H-benzocycloheptene-8-carbonyl) -4- 
25 aminobenzyl) -N- ( pentan- 3 -yl ) ammonium iodide (0.15 g) as 
colorless crystals . 
mp 190-194t:(dec. ) . 

X H-NMR(CDC1 3 ) 6 : 1.15 (6H, t, J=7.4Hz), 1.67-1.82 (2H, m) , 

2.05-2.25 (4H, m) , 2.39 (3H, s), 2.73 (2H, t, J=6.6Hz), 
30 2.80-2.90 (2H, m) , 3.11 (6H, s), 3.40-3.51 (1H, m) , 4.91 

(2H, s), 7.18-7.26 (3H, m) , 7.44 ( 1H , dd, J-1.8, 8 . 4Hz ) , 

7.49 (2H, d, J=8.4Hz), 7.57-7.62 (4H, m) , 7.80 (2H, d, 

J=8.4Hz), 8.35 (1H,S). 

IR(KBr) V : 2936, 1659cm" 1 . 
35 Anal, for C 33 H 4l IN 2 O'0 . 5H 2 0: 

Calcd: C, 64.18; H, 6.85; N, 4.54. 
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Found: C, 63.84; H, 6.73; N. 4.47. 
Reference Example 182 

In DMF (50 ml) was dissolved N-cyclohexyl-N- 
methylamine (12.5 g, 0.11 mol), and to the solution were 
added potassium carbonate (27.6 g, o. 20 mol) and 4- 
nitrobenzylbromide (21.6 g, 0.10 mol). The mixture was 
stirred at room temperature for 5 hours. Under reduced 
pressure, the reaction mixture was concentrated. To the 
residue was added ethyl acetate, and the mixture was 
extracted with water. The ethyl acetate layer was washed 
with saturated sodium chloride solution, dried with MgSO 
and concentrated under reduced pressure. The residue was 
purified with silica gel column chromatography (ethyl 
acetate/hexane) to give N-cyclohexyl-N-methyl-N- ( 4- 
mtrobensyl) amine (24.8 g) . 

l H-NMR (200 MHz , CDC1,) 8 : 1.0-1.95 (10H, m) . 2.19 (3H, s) 
3-66 (2H. s) , 7.51 (2H, d, J=8.8Hz), 8.17 (2H, d, J=8.8Hz). 
Reference Example 183 

To a solution of N-cyclohexyl-N-methyl-N- (4- 
nitrobenzyl) amine (12.4 g. 50.0 mmol) in methanol(250 ml) 
were added nickel bromide (1.09 g, 5.0 mmol) and then sodium 
boron hydride (7.57 g. 200 mmol) at oZ , and the mixture was 
stirred at room temperature for 30 minutes. To the mixture 
were added nickel bromide (0 . 55 g. 2 . 5 mmol ) and then sodium 
boron hydride (3.78 g. 100 mmol) at ot. and the mixture was 
stirred at room temperature for 30 minutes . To the reaction 
mixture was added water (100 ml), and the mixture was 
concentrated under reduced pressure. To the residue was 
added ethyl acetate, and insoluble material was filtered 
off with Celite . The filtrate was washed with ethyl acetate 
and the ethyl acetate layer was dried with MgSO, and 
concentrated under reduced pressure. The residue was 
washed with hexane to give 4- (N-cyclohexyl-N-methylamino- 
methyl) aniline (3.99 g, 37%). 

l H-NMR (200 MHz. CDC1 3 ) <5 : 1.0-1.95 (10H. m). 2.17 (3H. s). 
2-3-2.55 (1H, m). 3.46 (2H, s), 3.59 (2H, brs) . 6.65 (2H.' 
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d, J=8.5Hz), 7.10 (2H, d, J=8.5Hz). 

Working Example 243 (Production of Compound 2 43) 

To a solution of 7 - ( 4-methylphenyl ) - 2 , 3-dihydro- 1 - 
benzoxepine-4-carboxylic acid (0.28 g), 4- (N-cyclohexyl- 
5 N-methylaminomethyl) aniline (0.24 g) and 1-hydroxybenzo- 
triazole (0.15 g) in dimethylf ormamide (10 ml) was added 
1 - ethyl - 3 - ( 3 - dime thy laminopropy 1 ) carbodiimide 
hydrochloride (0.29 g) under ice-cooling. Under nitrogen 
atmosphere, the mixture was cooled to room temperature, and 

10 to the mixture were added 4 -dimethylaminopyridine (3 mg) 
and triethylamine (0.42 ml). The mixture was stirred for 
20 hours, poured into water , and extracted with ethyl acetate. 
The organic layer was washed with water and saturated sodium 
chloride solution and dried with anhydrous magnesium sulfate . 

15 Under reduced pressure, the solvent was evaporated, and the 
residue was washed with ethyl acetate and dried to give 
N- ( 4- (N-cyclohexyl-N-methylaminomethyl ) phenyl) -7- ( 4- 
methylphenyl ) -2 , 3-dihydro- 1 -benzoxepine- 4- carboxamide 
(0.40 g) . 

20 1 H-NMR(CDC1 3 ) 6 : 1.0-1.95 (10H, m) , 2.20 (3H, s), 2.35-2.55 
(1H, m), 2.40 (3H, s), 3.0-3.15 (2H, m) , 3.56 (2H, s), 
4.3-4.45 (2H, m) , 7.06 (1H, d, J=8.4Hz), 7.2-7.6 (11H, m) . 
Working Example 244 (Production of Compound 244) 

In dimethylf ormamide (7 ml) was dissolved N-(4-(N- 

25 cyclohexyl-N-methylaminomethyl) phenyl) -7- ( 4-methyl- 
phenyl ) -2 , 3-dihydro- 1 -benzoxepine- 4 -carboxamide (0.15 g ) , 
and to the mixture was added methyl iodide (0.06 ml) . Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature for 20 hours. The solvent was evaporated, and 

30 to the residue was added ethyl acetate to give crude crystals , 
which were filtered and recrystallized from ethanol to give 
N-cyclohexyl-N,N-dimethyl-N- ( ( 7- ( 4-methylphenyl) -2,3- 
dihydro - 1 - benzoxepin - 4 - carbonyl ) - 4 - aminobenzyl ) ammonium 
iodide (0.15 g) . 

35 1 H-NMR(CDC1 3 ) 6 : 1.0-1.8 (6H, m) , 1.9-2.05 (2H, m) , 2.25- 
2.45 (2H, m), 2.36 (3H, s), 2.95-3.15 (8H, m) , 3.45-3.7 (1H, 
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m), 4.2-4.35 (2H, m), 4.83 (2H, s), 6.99 (1H. d, J=8.4Hz), 
7.21 (2H. d. J=7.6Hz), 7.35-7.6 (6H, m) . 7.74 (1H. d. 
J=2.2Hz), 7.85 (2H, d, J=8.6Hz), 8.79 (1H. s) . 
IR(KBr)V: 1659, 1609, 1593, 1518, 1493cm"'. 
5 Working Example 245 (Production of Compound 245) 

In dimethylformamide (5 ml) was dissolved N-(4-(N- 
methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ) phenyl ) - 7 - 
( 4 -morpholino -phenyl ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - 
carboxamide (0.20 g), and to the mixture was added methyl 
iodide (0.03 ml). Under nitrogen atmosphere, the mixture 
was stirred at room temperature for 32 hours. The solvent 
was evaporated, and the residue was purified with silica 
gel column chromatography ( dichlorome thane/me thanol ) . The 
desired fraction was concentrated, and to the residue was 

added ethvl a^ft* - => T-»«i,.ki. ±. _. , 

i " iUiUUJ -'= «iQi.ciiai was filtered and 

recrystallized from ethanol to give dimethyl-N- ( 7- ( 4- 
morpholinophenyl) -2, 3-dihydro-l-ben Z oxepin-4-carbonyl) - 

4-aminoben Z yl-N-(4-tetrahydropyranyl)ammonium iodide 
(0.18 g) . 

l H-NMR(CDCl 3 )5: 1.6-2.0 (2H, m) , 2.1-2.3 (2H, m) , 2.92 (6H, 
S), 2.95-3.2 (6H, m) , 3.35-3.55 (2H, m) , 3.8-3.9 (4H, m) , 
4.0-4.35 (5H, m), 4.84 (2H, s), 6.85-7.05 (3H. m) , 7.35-7.85 
(9H, m) , 8.92 (1H, s) . 
IR(KBr)i/ : 1659, 1609, 1520, 1495cm" 1 . 
25 Reference Example 184 

In tetrahydrofuran(100 ml) was dissolved 1,2- 
methlenedioxy-4-bromobenzene (24.0 g) , and to the mixture 
was dropwise added n-butyllithium (1.6M hexane solution, 
82 ml) at -55*0 or less. The mixture was stirred at -70t: 
or less for 30 minutes. The resulting solution was dropwise 
added to a solution of trimethyl borate (18.6 g) in 
tetrahydrofuran (50 ml) at -60<C or less through cannula, 
and the mixture was stirred at -70t: or less for 1 hour and 
then for 2 hours while warming the mixture to room 
temperature. To the reaction mixture were added IN 
hydrochloric acid (130 ml) and diethylether (150 ml), and 
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the organic layer was separated. The organic layer was 
washed with water and saturated sodium chloride solution 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated. The residue was 
5 washed with diisopropylether to give 3 , 4-methlene- 
dioxyphenyl borate (6.79 g) . 

X H - NMR ( DMSO - d s ) 6 : 5.99 (2H, s) , 6.8-6.95 (1H, m) , 7.25-7.45 
(2H, m) . 

Reference Example 185 

10 To a mixture of methyl 7-bromo-2 , 3-dihydro-l- 

benzoxepine- 4 -carboxylate (0.57 g), 3 , 4 -methlenedioxy- 
phenyl borate (0.47 g) and sodium carbonate (0.42 g) were 
added water (2 ml) and 1 , 2-dimethoxyethane ( 12 ml). Under 
argon atmosphere, the mixture was stirred at room 

15 temperature for 30 minutes, and to the mixture was added 
tetrakistriphenylphosphinepalladium (0.16 g). The 
mixture was stirred at 80*0 for 14 hours and extracted with 
ethyl acetate. The organic layer was washed with water and 
saturated sodium chloride solution and dried with anhydrous 

20 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give methyl 7- (3, 4- 
me thlenedioxypheny 1 ) - 2 , 3 - dihydro - 1 - ben z oxep ine - 4 - 
carboxylate (0.43 g) . 

25 1 H-NMR(CDC1 3 ) 5 : 2.95-3.10 (2H, m) , 3.83 (3H, s), 4.25-4.35 
(2H, m), 6.01 (2H, s), 6.87 (1H, d, J=8.6Hz), 6.95-7.10 (3H, 
m), 7.40 (1H, dd, J = 8.4, 2 . 4Hz ) , 7.47 (1H, d, J=2.2Hz), 7.65 
(1H, S). 

Reference Example 186 

30 To methyl 7- ( 3 , 4-methlenedioxyphenyl ) -2 , 3-dihydro- 

l-benzoxepine-4-carboxylate (0.40 g) were added methanol 
(5 ml) and IN sodium hydroxide (3.7 ml), and the mixture 
was stirred at room temperature for 20 hours . To the mixture 
was added IN hydrochloric acid (3.7 ml), and the mixture 

35 was concentrated under reduced pressure. Precipitate was 
washed with water and diethylether and dried under reduced 
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pressure to give 7-(3. 4 -methylene- dioxyphenyl) -2 3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.32 g) ' 
H-NMR(DMSO-d 6 ) 6 , 2.80-2.95 (2H. «). 4.15-4.35 (2H, m) , 6.05 
2H. S). 6.97 (1H. d. J-8.1H.). 7.01 ( 1H, d, J=8.4Hz). 7.16 
5 (1H. dd, ,. 8 . lf 1 . 7Hz ) , 7.29 (1H, d. J-1.7Ht). 7.53 (2H 
J-8.4. 2.3Hz). 7.63 (1H. .). 7.74 <1H, d. J-2.3H.).' 
Working Example 246 (Production of Compound 246) 

To a solution of 7- ( 3 , 4-methlenedioxyphenyl) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.14 g) 4 -(N- 
0 ntethyl-N-(tetrahydrop y ran-4-yl)aminomethyl)aniline (0.11 
g) and 1-hydroxy-benzotriazole (0.15 g) in dimethyl- 
formamide (10 ml) was added l-ethyl-3- ( 3-dimethyl- 
amxnopropyl)carbodiimide hydrochloride (0.13 g) under 
ice-cooling. ^Jnder nitrogen atmosphere, the reaction 
- ^ture -s warmed to room temperature . To the mixture were 
added 4-dimethylaminopyridine (3 mg) and triethylamine 
(0.19 ml), and the mixture was stirred for 18 hours, poured 
into water, and extracted with ethyl acetate. The organic 
layer was washed with water and saturated sodium chloride 
solution, and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (ethyl acetate) 
to give 7-(3,4-methlenedioxyphenyl)-4-(N-methyl-N- 
( t e trahydropyran - 4 -y 1 ) aminome thyl , phenyl ) - 2 , 3 - dihydro - 
l-benzoxepine-4-carboxamide (0.19 g) 
l H-NMR { CDCl 3 , y: 1.55-1.85 (4H, m) , 2.21 (3H, s), 2.55-2.80 
(1H. m), 3.00-3.15 (2H. m) . 3.30-3.45 (2H, m) . 3.58 (2H. 
■ . 3.95-4.15 (2H. m) , 4.30-4.45 (2H, m) , 6.01 (2H. s) , 6.88 
(1H, d, J=8.6Hz), 6.95-7.10 (3H. m) , 7.20-7.65 (7H. m) . 
30 IR(KBr)V: 165 3, 1597. 1514, 1483cm-. 

Working Example 247 (Production of Compound 247) 

In dimethylformamide (5 ml) was dissolved 7.(34. 
methlenedioxyphenyl ) - 4 - (N-methyl-N- ( tetrahydropyran- 4 - 

yl)aminomethyl)phenyl ) - 2 , 3 -dihydro-l-benzoxepine-4- 
carboxamide (95 mg, , and to the mixture was added methyl 
iodide (0.012 ml) . Under nitrogen atmosphere, the mixture 
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was stirred at room temperature for 18 hours. The solvent 
was evaporated, and to the residue was added ethyl acetate . 

Insoluble material was filtered and recrystallized from 
ethanol to give dimethyl-N- ( 7- ( 3 , 4-methylenedioxy- 
5 phenyl) -2 , 3-dihydro-l-benzoxepin-4-carbonyl) -4-amino- 
benzyl-N- ( 4 -tetrahydropyranyl) ammonium iodide (101 mg). 
l H-NMR(CDCl 3 ) <5 : 1.7-2.0 (2H, m) , 2.15-2.3 (2H, m) , 2.85- 
3.1 (8H, m), 3.4-3.55 ( 2H , m) , 4.0-4.35 (5H, m) , 4.85 (2H, 
s), 5.96 (2H, s), 6.81 (1H, d, J=7.8Hz), 6.9-7.1 (3H, m) , 

10 7.25-7.7 (5H, m) , 7.83 ( 2H , d, J=8 . 2 Hz), 8.89 (1H, s). 
IR(KBr) V : 1659, 1609, 1520, 1495cm" 1 . 
Working Example 248 (Production of Compound 248) 

In aqueous methanol was dissolved N , N - dime thy 1 - N - 
( 4- ( ( ( 2- ( 4-methylphenyl) -6 , 7-dihydro-5H-benzocyclo- 

15 hepten- 8 -yl ) carbonyl ) amino ) benzyl ) -N- ( 4 - tetrahydro- 
pyranyl) ammonium iodide (19 g) , and the mixture was 
subjected to ion exchange resin (DOWEX1-X8, 100-200 mesh, 
CI* type) column, which was eluted with aqueous methanol. 
The solvent of the desired fractions was evaporated, and 

20 to the residue was added acetone to give crude crystals, 
which were recrystallized from ethanol to give N,N- 
dimethyl-N- ( 4 - ( ( ( 2- ( 4 -methylphenyl ) - 6 , 7 -dihydro- 5H- 
benzocyclohepten-8-yl)carbonyl)amino)benzyl) -N- ( 4- 
tetrahydropyranyl ) ammonium chloride (10.1 g ) as 

25 colorless crystals, 
mp 226-232 e C(dec, ) . 

1 H-NMR(CDC1 3 +CD 3 0D) 6 : 1.80-2.00 ( 2H , m) , 2.07-2.26 (4H, m) , 
2.39 (3H, s), 2.72 (2H, t, J=6.6Hz), 2.85-2.91 (2H, m) , 3.00 
(6H, s), 3.54 (2H, t, J=11.3Hz), 4.00-4.21 (3H, m) , 4.70 
30 (2H, s), 7.21-7.29 (3H, m) , 7.42-7.56 (7H, m) , 7.81 ( 2H , 
d, J=8.4Hz), 9.06 (1H, s). 
IR(KBr) V : 2934, 1655cm" 1 . 
Anal, for C 33 H 39 C1N 2 0 2 : 

Calcd: C, 74.62; H, 7.40; N, 5.27; CI, 6.67. 
35 Found: C, 74.35; H, 7.33; N , 5.20; CI, 6.80. 

Working Example 248a (Production of Compound 248) 
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To a solution of N-(4-chloromethylphenyl)-2-(4- 

methylphenyl)-6,7-dihydro-5H-benzooycloheptene-8- 
car b0xaraide (9> 38 g> 23m3tmol) ln DMp ^ ^ 

added a solution of N,N-dimethyi- N -tetrahydropyran-4- 
5 ylamine (4.5 g, 35.0 mmol) m DMF (50 ml). Under nitrogen 
atmosphere, the mixture was stirred for 23 hours. The 
solvent was evaporated to give powder, which was washed with 
acetone and dried. The resulting colorless powder was 
10 "^ talli2Sd from et *-ol to give N,N-dimethyl-N-(4- 
C ( ( 2- ( 4-methylphenyl) -6 , 7-dihydro- 5H-benzocyclohepten- 
8 -yl ) carbonyl ) amino ) benzyl ) -N- ( 4 - tetrahydropyranyl ) - 
ammonium chloride (Compound 248) (i 0 . 6 g, 86%) as colorless 
powder. 

Working Example 249 (Production of Compound 249, 
" m '^7^ OUS «»to»itrlle was dissolved N,N-dimethyl- 
N- 4-((( 7 . ( 4- m ethylphenyl)- 2/ 3-dihydro-l-benzoxepin-4- 
yl)carbonyl)amino)benzyl)-N-(4-oxocyclohexyl)ammonium 
iodide (22.8 g), and the mixture was subjected to ion 
exchange resin (DOWEX-SBR, CI" type) column, which was eluted 
wxth aqueous acetonitrile . The solvent of the desired 
fractions was evaporated, and the residue was dissolved in 
water. The mixture was subjected to freeze-drying to give 
N,N-d 1 methyl- N -(4-(((7-(4-methylphenyl)-2.3-dihydro-l- 
^ n2 ^Pin-4-yl,carbonyl)a m ino)benzyl,- N - (4 -oxocyclo- 
hexyl) ammonium chloride (Compound 249) ( 16 . 1 g) as colorless 
powder. 

'H-NMR(DMSO-d 6 ) 5 : 2.05-2.25 (2H, m), 2.34 (3H, s), 2.41- 
•61 (6H, m), 2.97 (6H, s), 2.97-3.00 (2H. m). 3.75-3.90 
(1H. m), 4.30 (2H, t, J=4.4Hz), 4.57 (2H. s). 7.06 ( 1H d 
- ,=8.4HZ), 7 . 27 (2H. d, J=7 .BHz), 7.45 (1H, s), 7.53 7 '.60 
5H. m) 7.78 (1H, d, J=2 .2Hz), 7.92 (2H, d. J=8 . 4H z>, 10.34 

\ J-H , S ) . 

IR(KBr)v : 3025, 2967, 1717, 1655cm" 1 . 
Anal, for C„H 37 ClN 2 Cy0.5H 2 O: 
35 Calcd: C. 71.53; H, 6.91; N, 5.06; CI, 6.40. 
Found: C, 71.21; H, 6.94; N, 4.94; CI 6 24 
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Working Example 249a (Production of Compound 249) 

To a solution of N- ( 4-chloromethylphenyl ) -7- ( 4- 
methylpheny 1 ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxamide 
(214 mg, 0.530 mmol) in N, N-dimethylf ormamide (1 ml) was 
5 dropwise added a solution of 4 -dimethylaminocyclohexanone 
(112 mg, 0.795 mmol) in N , N-dimethylf ormamide (1ml). Under 
nitrogen atmosphere, the mixture was stirred for 14 hours. 
The solvent was evaporated to give crude product, which was 
washed with ether to give N,N-dimethyl-N- ( 4- ( ( ( 7- ( 4- 

10 methylphenyl) -2 , 3-dihydro-l-benzoxepin-4-yl)carbonyl) - 
amino) benzyl) -N- ( 4 -oxocyclohexyl ) ammonium chloride 
(Compound 249) (305 mg) as colorless powder. 
Working Example 2 50 (Production of Compound 2 50) 

To a solution of N- ( 4-chloromethylphenyl) -7- ( 4- 

15 ethoxyphenyl) -2 , 3-dihydro- 1-benzoxepine- 4 -carboxamide 
(2.38 g) in DMF (20 ml) was added N , N- dimethyl -N- 
tetrahydropyran-4-ylamine (1.42 g) at room temperature , and 
the mixture was stirred for 14 hours . To the reaction mixture 
was added ethyl acetate (100 ml) to precipitate crystals, 

20 which were collected by filtration. The crystal was washed 
with ethyl acetate to give crude product as pale yellow 
crystals , which were recrystallized from ethanol to give 
as n-(4_( ( ( 7- (4 -ethoxyphenyl) -2, 3- dihydro -1-benzoxepin - 
4 -yl)carbonyl) amino) benzyl ) -N , N-dimethyl-N- ( 4- 

25 tetrahydropyranyl) ammonium chloride (Compound 250) (1.29 
g) colorless crystals, 
m.p. 200-204 *C 

'H-NMR (200MHz # DMSO-d 6 ) 8 : 1.35 (3H, t, J = 7.0 Hz), 1.75- 
1.98 (2H, m), 2.06-2.24 ( 2H , m) , 2.88 (6H, s), 2.94-3.05 
30 (2H, m), 3.28-3.43 (2H, m) , 3.49-3.69 (1H, m) , 3.99-4.13 
(2H, m), 4.07 (2H, q, J=7.0 Hz), 4.23-4.35 (2H, m) , 4.47 
(2H, s), 6.98-7.07 (3H, m) , 7.37 (1H, s), 7.50-7.61 (5H, 
m), 7.72 (1H, d, J=2.2 Hz), 7.87 (2H, d, J=8.4 Hz), 10.22 
(1H, s). 

35 IR (KBr)V: 3425, 1647, 1603, 1520, 1489, 1407, 1317, 1294, 
1240, 831 cm" 1 
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Anal, for C„H„N,0 4 C1 

Calcd: C. 70.38 ; H, 6.98 ; N, 4.97 ; CI. 6.30 
Found: C, 70.49 ; H, 7.08 ; N, 4.94 ; CI, 6.19. 
Working Example 250a (Production of Compound 250) 

In aqueous methanol was dissolved N-(4-( ( (7.(4- 

ethoxyphenyl)-2.3-dihydro-l-benzoxepin-4-yl,carbonyl)- 
a m ino)ben Z yl)- N ,N-dimethyl-N-(4-tetrahydropyranyl)- 
ammonium iodide (26.6 g), and the mixture was subjected to 
ion exchange resin (DOWEX-SBR. CI" type) column, which was 
eluted with aqueous methanol. The solvent of the desired 
fractions was evaporated, and to the residue was added 
acetone to give crude crystals, which were recrystallized 
from ethanol to give N- ( 4- ( ( ( 7- (4-ethoxyphenyl) -2 , 3- 
dihydro- 1 - benzoxepin- 4 -yl ) carbonyl ) amino ) benzyl ) -N,N- 

(Jimethyl-N- f 4-^a<--r.5,K„^ , * 

- ~ lauji, aiiutionium chloride 

(Compound 250) (16.6 g) as colorless crystals. 

Working Example 251 (Production of Compound 251) 

To a solution of N- ( 4- ( (N-tetrahydrothiopyran-4- 
yl-N-methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 . 3 - 
dihydro-l-benzoxepine-4-carboxamide (o.2g) in 
dichloromethane (10ml) was added mCPBA (o.lg) at -10 to 
-20'C, and the mixture was stirred for 30 minutes. To the 
mixture was added sodium thiosulfate solution, and the 
mixture was concentrated and extracted with ethyl acetate 
The organic layer was washed with sodium hydrogen carbonate 
solution, water and saturated brine and dried with anhydrous 
magnesium sulfate . Under reduced pressure , the solvent was 
evaporated, and the residue was purified with silica gel 
column (methanol/triethylamine/ethyl acetate) to give 
N- ( 4- ( (N- ( 1 -oxotetrahydrothiopyran- 4 -yl ) -N-methyl ) - 
aminomethyl ) phenyl ) 7- ( 4 -methylphenyl ) - 2 , 3-dihydro- 1 - 
benzoxepine-4-carboxamide (Compound 251) (E,Z mixture: 
0.l2g) as colorless powder. 

'H-NMRf 6 ppm, CDC1J 1.80-1.97 (2H, m) , 2.17 (1.4H. S) 2 28 
(1.6H. s), 2.37-2.51 (3H, m) . 2.39 (3H. S). 2.56-2.73 (2H, 
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m), 3.08 (2H, t, J=4.7Hz), 3.15-3.28 (2H, m) , 3.54 (0.9H, 
s), 3.63 (1.1H, s), 4.36 (2H, t, J=4.7Hz), 7.06 (1H. d, 
J=8.4Hz), 7.23-7.34 (4H, m) , 7.44-7.57 (6H, m) , 7.64 (1H, 
s). 

5 IR(KBr) v : 3279, 2946, 1651cm- 1 . 

Anal. Calcd. for C 31 H 34 N 2 0 3 S : C,72.34; H,6.66; N,5.44. 

Found C72.31; H,6.66; N,5.35. 
Working Example 252 (Production of Compound 252) 

To a suspension of 2- ( 4 -methylphenyl ) -6 , 7-dihydro- 

10 5H-benzocycloheptene-8-carboxylic acid (0.15g) in 

dichloromethane (5ml) were added under ice-cooling oxalyl 
chloride (0.15ml) and dimethylf ormamide (catalytic 
amount), and the mixture was stirred at room temperature 
for 2 hours. The solvent was evaporated, and the residue 

15 was dissolved in tetrahydrof uran (15ml). The mixture was 
added dropwise, under ice -cooling, to a mixture of 1- 
( 4-aminobenzyl)phosphorinane- 1 -oxide ( 0 . 13g) and 
triethylamine (0.23ml) in tetrahydrof uran (15ml). Under 
nitrogen atmosphere, the mixture was stirred at room 

20 temperature overnight. The mixture was poured into water 
and extracted with ethyl acetate. The organic layer was 
washed with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated to give crude crystals, which were 

2 5 recrystallized from ethanol/hexane to give 2-(4-methyl- 
phenyl) -N- (4- ( ( 1-oxophosphorinane- 1 -yl ) methyl ) -phenyl) - 
6 , 7-dihydro-5H-benzocycloheptene-8-carboxamide (Compound 
252) (0.16g) as colorless crystals, 
mp 282-283°C(dec. ) . 

30 l H-NMR( <5ppm, CDC1 3 ) 1.40-1.60 (2H, m) , 1.70-1.80 (6H, m) , 
1.80-2.20 (4H, m), 2.40 (3H, s), 2.72 (2H, t, J=6.6Hz), 
2.86-2.95 (2H, m) , 3.16 (2H, d, J=13.6Hz), 7.15-7.26 ( 4H , 
m), 7.42-7.52 (5H, m) , 7.60 (2H, d, J = 8.0Hz), 7.80 (1H, s). 
IR(KBr) u : 2932, 1659cm' 1 . 

35 Anal. Calcd. for C 31 H 34 N0 2 P' 0 . 2H 2 0: 

C76.43; H,7.12; N,2.87. 
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Found C76.20; H.7.31; N.3.00. 

Working Example 253 (Production of Compound 253) 

To a suspension of 2- ( 4-methylphenyl) -6 , 7-dihydro- 
SH-benzocycloheptene-S-carboxylic acid (0.3g) in 
5 dichloromethane (5ml) were added under ice-cooling oxalyl 
chloride (0.3ml) and dimethylf ormamide (catalytic amount) 
and the mixture was stirred at room temperature for 2 hours ' 
The solvent was evaporated, and the residue was dissolved 
in tetrahydrof uran (10ml) . The mixture was added dropwise, 
10 under ice-cooling, to a mixture of 4- (N-methyl-N- ( tetra- 
hydrothiopyran-4-yl,-aminomethyl,aniline (0.27g) and 
triethylamine (0.45ml) in tetrahydrofuran (10ml). Under 
nxtrogen atmosphere, the mixture was stirred at room 
temperature for 4 hours. The solvent was evaporated, and 
U. _ a a(aucu water . Tne mixture was extracted 
wxth ethyl acetate, and the organic layer was washed with 
water and saturated brine, and dried with anhydrous 
magnesium sulfate . Under reduced pressure , the solvent was 
evaporated to give crude crystals, which were 
recrystallized from ethyl acetate/hexane to give N-(4- 
( ( N - t «trahydrothiopyran-4-yl-N-methyl)aminomethyl) - 

Phenyl) -2- ( 4-methylphenyl) -6 , 7-dihydro-5H-ben 2 ocyclo- 
heptene-8-carboxamide (Compound 253) (0.45g) as colorless 
crystals. 
25 mp 177-178^. 

^-NMRCtfppm, CDC i 3 ) 1.65-1.85 (2H, m) , 2.14-2.20 (2H m) 
2-22 (3H. s), 2.40 (3H, s), 2.47-2.53 (1H, »), 2.68-2.72 
(6H. m), 2.86-2.92 (2H, m) , 3.58 (2H, s), 7.21-7.27 (2H 
»>. 7.31 (2H, d, J=8.4Hz), 7.42-7.52 (5H, m) , 7.56 (2H, d' 
J=8.4Hz), 7.63 (1H, s). 
IR(KBr) V : 2932. 1651cm 1 . 
Anal. Calcd. for C 32 H 36 N 2 OS-0 . 2H 2 0: 

C, 76.82; H,7.33; N,5.60. 
Found C, 76.89; H.7.35; N,5.64. 

Working Example 254 (Production of Compound 254a and 254b) 
To a solution of N- (4- ( (N-tetrahydrothlopyran-4- 
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yl-N-methyl ) aminomethyl ) phenyl ) - 2 - ( 4 -me thylphenyl ) - 6 , 7 - 
dihydro-5H-benzocycloheptene-8-carboxamide ( 0 . 3g) in 
dichloromethane (20ml) was added mCPBA (0.18g) at -10 to 
-20°C, and the mixture was stirred for 1.5 hours. To the 
5 mixture was added sodium thiosulfate solution, and the 
mixture was concentrated and extracted with ethyl acetate. 
The organic layer was washed with sodium hydrogen carbonate 
solution, water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 

10 solvent was evaporated, and the residue was purified with 
silica gel column ( methanol/ triethylamine/ethyl acetate) 
to give two kinds of crude crystals, each of which was 
recrystallized from ethyl acetate/ethanol/hexane to give 
(E) or (Z)-N-(4-( (N-(l-oxotetrahydrothiopyran-4-yl)-N- 

1 5 methyl ) aminomethyl ) phenyl ) - 2 - ( 4 -me thylphenyl ) - 6 , 7 - 

dihydro- 5H-benzocycloheptene- 8 - carboxamide ( Compound 
254a) (76mg) and (Z) or (E ) -N- ( 4- ( (N- ( 1-oxotetrahydro- 
thiopyran- 4 -yl ) -N-methyl) aminomethyl) phenyl) -2- ( 4- 
methylphenyl) -6 , 7-dihydro~5H-benzocycloheptene-8- 

20 carboxamide (Compound 254b) (O.llg) as colorless crystals, 
respectively. 
Compound 254a: 
mp 218-219°C. 

L H-NMR( <5ppm, CDC1 3 ) 1.80-2.00 (2H, m) , 2.10-2.20 (2H, m) , 
25 2.19 (3H, S), 2.25-2.39 (2H, m) , 2.40 (3H, S), 2.61-2.76 

(5H, m), 2.86-2.92 (2H, m) , 3.23-3.33 ( 2H , m) , 3.57 (2H, 

s), 7.22-7.31 (4H, m) , 7.42-7.52 (5H, m) , 7.58 (2H, d, 

J=8.4Hz), 7.66 (1H, s). 

Anal. Calcd. for C 32 H 36 N 2 O 2 S'0 . 2H 2 0: 
30 C, 74-44; H,7.11; N,5.43. 

Found C, 74.43; H,7.18; N,5.66. 

Compound 254b: 

mp 216-218°C 

l H-NMR( 6 ppm, CDC1 3 ) 1.80-2.00 (3H, m) , 2.10-2.25 (3H, m) , 
35 2.35 (3H, s), 2.40 (3H, S), 2.44-2.53 ( 2H , m) , 2.69-2.76 
(3H, m), 2.86-2.92 (2H, m) , 3.07-3.17 (2H, m) , 3.71 (2H, 
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S). 7.22-7.27 (2H. «) . 7.35-7.52 (7H, .) . 7.60 (2H. d. 
J=8.4Hz), 7.73 (1H, s). 

Working Example 255 (Production of Compound 255) 

In dichloromethane (5ml) was suspended 2- ( 4-methyl- 

5 P h ^yl)-6.7-dihydro-5H-ben Z ocycloheptene-8-carboxylic 
add (0.3g), and to the mixture were added, under ice- 
cooling, oxalyl chloride (0.3ml) and dimethylf ormamide 
(catalytic amount). The mixture was stirred at room 
temperature for 2 hours, and the solvent was evaporated. 
The residue was dissolved in tetrahydrof uran (15ml), and 
the solution was added dropwise, under ice-cooling to a 
solution of 4-(N-ethyl- N -(tetrahydropyran-4-yl)amino- 
methyl)aniline (0.27g) and triethylamine (0.45ml) in 
tetrahydrof uran (10ml). Under nitrogen atmosphere, the 
" as ^ room temperature overnight. The 

solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate . and the organic 
layer was with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
szlxca gel column (ethyl acetate) to give crude crystals 
which were recrystallized from ethyl acetate/hexane to give 

N-(4-(( N -ethyl-N-tetrahydropyran-4-yl)aminomethyl)- 
phenyl) -2-(4-methylphenyl) -6 , 7-dihydro-5H- 

benzocycloheptene-8-carboxamide (Compound 255) (0.38g) as 
colorless crystals . 
mp 122-123°C. 

1 H-NMR(<5p pra , CDCl,) 1.01 (3H, t. J=7.1Hz), 1.62-1.72 (4H 
™). 2.13-2.19 (2H, m), 2.40 (3H, s). 2.57 (2H. q, J-7.1H.).' 
2.69-2.76 (3H. m) , 2.86-2.92 (2H, m) , 3.34 (2H, dt J=3 4 
10.9Hz), 3.62 (2H. s). 3.97-4.04 (2H, m) , 7.21-7.28 (3 H ' 
m) ; 7.35 (2H, d, J=8.6Hz), 7.42-7.57 (6H. m) , 7.62 (1H, s). 
IR(KBr) V, 2936. 1651cm" 1 . 

Anal. Calcd. for C M H M N A : c.80.13; H.7.74; N.5.66. 

Found C.79.96; H,7.77; N,5.38. 
Working Example 256 (Production of Compound 256) 
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To a suspension of 7- ( 4-methylphenyl) -2 , 3-dihydro- 
l-benzothiepine-4-carboxylic acid (0.3g) in 
dichloromethane (6ml) were added, under ice-cooling, oxalyl 
chloride (0.25ml) and dimethylf ormamide (catalytic 
5 amount), and the mixture was stirred at room temperature 
for 1.5 hours. The solvent was evaporated, and the residue 
was dissolved in tetrahydrof uran (15ml). The mixture was 
added dropwise, under ice-cooling, to a solution of 4- 
( (N-methyl-N- (pentan-3-yl) )aminomethyl) -aniline (0 . 23g) 

10 and triethylamine (0.42ml) in tetrahydrof uran (15ml). 

Under nitrogen atmosphere, the mixture was stirred at room 
temperature overnight. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate, and the organic layer was with water and 

15 saturated brine, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give crude crystals, which were 
recrystallized from ethyl acetate/hexane to give N-(4- 
( ( N-methyl-N- ( pentan- 3 -yl ) amino ) methyl ) -phenyl ) - 7 - ( 4 - 

2 0 methylphenyl ) - 2 , 3 - dihydro - 1 -benz o thiepine- 4 - carboxamide 
(Compound 256) (0.34g) as colorless crystals, 
mp 136-137°C 

X H-NMR( S ppm, CDC1 3 ) 0.94 (6H, t, J=7.3Hz), 1.26-1.54 (4H, 
m), 2.13 (3H, s) ,. 2.17-2.32 (1H, m) , 2.40 (3H, s), 3.08 (2H, 
25 t, J=5.9Hz), 3.29 (2H, t, J=5.9Hz), 3.55 ( 2H , s), 7.24- 
7.28 (2H, m) , 7.31-7.40 ( 3H , m) , 7.44-7.57 (6H, m) , 7.66 
(1H, s). 

IR(KBr) V : 2959, 2928, 1651cm -1 . 

Anal. Calcd. for C 31 H 35 N 2 OS: C , 76 . 82 ; H , 7 . 49 ; N,5.78. 

30 Found C76.77; H,7.21; N,5.63. 

Working Example 257 (Production of Compound 257) 

In dichloromethane (5ml) was suspended 7- (4 -methyl- 
phenyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 - carboxylic acid 
(0.25g), and to the mixture were added, under ice-cooling, 

35 oxalyl chloride (0.23ml) and dimethylf ormamide (catalytic 
amount ) . 
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The mixture was stirred at room temperature for 2 hours 
and the solvent was evaporated. The residue was dissolved 
« tetrahydrofuran (20ml), and the mixture was added 
dropwise, under ice-cooling, to a solution of 2-(N-(4- 
5 ™inobenzyl)-N-methylamino)-l,3-propanediol (0 . 21g) and 
triethylamine (0.37-1) in tetrahydrofuran (10ml). Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature overnight. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate, and the organic layer was with water and 
saturated brine, and dried with anhydrous magnesium 
sulfate, under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (methanol/triethylamine/ethyl acetate, to give 

15 crude crystal t.th-i„u . _ 

- ** wD "" 5J - C crystallized from ethyl 

acetate/ ethanol/hexane to give N- ( 4- ( ( N-bis (hydroxy - 
methyl Jmethyl-N-methyl ) aminomethyl ) phenyl ) - 7 - ( 4 -methyl - 

Phenyl) - 2 , 3-dihydro-l-ben 2 oxepine-4-carboxamide 
(Compound 257) (0.22g) as colorless crystals 
20 mp 199-201 o C. 

'H-NMR(<5p pm , CDC1 3 ) 2.30 (3H. s), 2.39 (3H, s), 2.96-3.03 
( H. m) 3 08 (2H. t. J=4 . 5Hz ) , 3.61-3.73 (4H, m) , 3.78 (2H. 
■>. 4.36 (2H. t, J=4.5Hz). 7.06 (1H, d, J=8.4Hz), 7.23- 
7.32 (4H, m), 7.44-7.58 (6H, m) , 7.62 (1H, s). 
25 IR(KBr) V; 3260. 2928, 1653cm" 1 . 
Anal, calcd. for C„H 3! NA- 0 . 2H 2 0: 

C.73.15; H.6.86; N.5.88. 
Found C. 73.20; H.6.86; N.5.91. 

Working Example 258 (Production of Compound 258) 

In dichloromethane (5ml) was suspended 7-(4-methyl- 
Phenyl)- 2 .3-dihydro-l-benzoxepine-4-carboxylic acid 
(0.3g), and to the mixture were added, under ice-cooling 
oxalyl chloride (0.28ml) and dimethylf ormamide (catalytic 
amount). The mixture was stirred at room temperature for 
2 hours, and the solvent was evaporated. The residue was 
dissolved in tetrahydrofuran (20ml), and the mixture was 
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added dropwise, under ice-cooling, to a solution of N- 
( 4-aminobenzyl) sarcosine methyl ester (0.25g) and 
triethylamine (0.45ml) in tetrahydrof uran (10ml). Under 
nitrogen atmosphere, the mixture was stirred at room 
5 temperature overnight. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate, and the organic layer was with water and 
saturated brine, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 

10 evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give crude crystals, which 
were recrystallized from ethyl acetate/hexane to give 
N- ( 4 - ( ( N-methoxycarbonylmethyl -N-methyl ) aminomethyl ) - 
phenyl) -7- ( 4-methylphenyl) -2 , 3-dihydro-l-benzoxepine-4- 

15 carboxamide (Compound 258) (0.38g) as colorless crystals, 
mp 135-136°C. 

1 H-NMR( 6 ppm, CDC1 3 ) 2.39 (3H, s), 2.39 (3H, s), 3.08 (2H, 
t, J=4.4Hz), 3.26 (2H, s), 3.65 (2H, s), 3.72 (3H, s), 4.36 
(2H, t, J=4.4Hz), 7.06 (1H, d, J=8.4Hz), 7.22-7.36 (4H, m) , 
20 7.43-7.60 (7H, m) . 

IR(KBr) Vi 3262, 2951, 1740cm' 1 . 

Anal. Calcd. for C 29 H 30 N 2 O 4 : C, 74.02; H,6.43; N,5.95. 

Found C, 74.07; H,6.47; N,5.94. 

Working Example 259 (Production of Compound 259) 

25 In methanol (20ml) and THF (10ml) was dissolved N- 

( 4 - ( ( N-methoxycarbonylmethyl -N-methyl ) aminomethyl ) - 
phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - 
carboxamide (0.24g) , and to the mixture was added IN sodium 
hydroxide solution ( 3 . 0ml ) . The mixture was stirred at room 

30 temperature overnight and concentrated. The residue was 
neutralized with IN hydrochloric acid, and precipitated 
materials were filtered and dissolved in methanol. The 
mixture was filtered, and to the filtrate was added 4N 
hydrochloric acid-ethyl acetate. The solvent was 

35 evaporated, and the residue was purified with methanol/ 
diethylether to give N- ( 4- ( ( N-carboxymethyl-N-methyl ) - 
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aminomethyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 . 3 -dihydro- 1 - 
ben20xepine-4-carboxanu.de hydrochloride (Compound 259) 
(0.21g) as pale yellow amorphous. 

l H-NMR((5pp m , DMSO-d s ) 2.34 (3H, s). 2.76 (3H. s) 2 99 (2H 
5 br), 3.36 (2H, br). 4.02 (2H, .,. 4.30 (2H. br) . 7.06 (1 H ' 
4. J=8.4Hz), 7.27 (2H. d, J=7.8Hz), 7.38 (1H, s), 7 . 4 8 (2H. 
d. J=8.6Hz), 7.55-7.59 (3H. m) . 7.76 (1H. d. J=2.2Hz), 7.82 
(2H, d, J=8.6Hzj, 10.18 (1H. s). 
IR(KBr) v : 1744cm* 1 . 
10 Anal. Calcd. f or C J8 H 2 ,C1N 2 0 4 • 0 . 5H 2 0 : ] 
C.66.99; H,6.02; N,5.58. 
Found C, 66.93; H.5.87; N.5.11. 
Working Example 260 (Production of Compound 260) 

In dichloromethane (10ml) was suspended 7- (4-methyl- 
Phenyl ) - i *3 _ v»,*,g -i i . 

* wMu^u-i-bBuzotnxepine-4-carboxylic acid 

(0.3g), and to the mixture were added, under ice-cooling 
oxalyl chloride (0.25ml) and dimethylf ormamide (catalytic 
amount). The mixture was stirred at room temperature for 
2 hours, and the solvent was evaporated. The residue was 
dissolved in tetrahydrofuran (20ml), and the mixture was 
added dropwise, under ice-cooling, to a solution of N- 
(4-aminobenzyl)sarcosine methyl ester (0.23g) and 
triethylamine (0.42ml) in tetrahydrofuran (10ml). Under 
nxtrogen atmosphere, the mixture was stirred at room 
temperature overnight. The solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate, and the organic layer was with water and 
saturated brine, and dried with anhydrous magnesium 
sulfate, under reduced pressure, the solvent was 
evaporated to give crude crystals, which were 
recrystallized from ethyl acetate/hexane to give N-(4- 
( ( N-methoxycarbonylme thyl - N-methyl ) aminomethyl ) phenyl ) - 
7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro - 1 - ben zothiepine - 4 - 
carboxamide (Compound 260) (0.43g) as colorless crystals 
35 mp 148-150°C. 

'H-NMRf <5ppm, CDC1 3 ) 2.39 (3H, s), 2.40 (3H, s), 3.08 (2H, 
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t, J=6.0Hz), 3.26 (2H, s), 3.29 (2H, t , J=6.0Hz), 3.66 ( 2H , 
s), 3.72 (3H, s) # 7.24-7.58 (11H, m) , 7.67 (1H, s). 
IR(KBr) V : 1738cm" 1 . 

Anal. Calcd. for C 29 H 30 N 2 O 3 S: C, 71.58; H,6.21; N,5.76. 
5 Found C, 71.75; H,5.95; N,5.60. 

Working Example 261 (Production of Compound 261) 

In methanol (20ml) and THF (10ml) was dissolved N- 
( 4 - ( (N-methoxycarbonylmethyl-N-methyl)ajninomethyl) - 
phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro - 1 -benzo thiepine - 

10 4-carboxamide (0.23g), and to the mixture was added IN sodium 
hydroxide solution ( 2 . 4ml) . The mixture was stirred at room 
temperature overnight, concentrated and neutralized with 
IN hydrochloric acid. Precipitated materials were 
filtered, washed with water and recrystallized from 

15 ethanol/hexane to give N- ( 4 - ( ( N-carboxymethyl-N- 

methyl)aminomethyl) phenyl) -7 - ( 4-methyl-phenyl) -2 , 3- 
dihydro- 1 - benzo thiepine - 4 -carboxamide ( Compound 261 ) 
(0.16g) as colorless crystals, 
mp 243-245°C. 

20 r H-NMR( <5ppm, DMSO-d 6 ) 2.34 (6H, br) , 3.00 (2H, br) , 3.16 (2H, 
br), 3.22 (2H, br) , 3.80 (2H, br) , 7.20-7.35 (4H, m) , 
7.45-7.72 (7H, m) , 7.82 (1H, s), 10.14 (1H, s). 
Anal. Calcd. for C 2e H 26 N 2 0 3 S • 0 . 5H 2 0 : 
C69.83; H,6.07; N,5.82. 

25 Found C, 69.62; H,5.92; N,5.58. 

Working Example 26 2 (Production of Compound 26 2) 

In dichloromethane (5ml) was suspended 7- (4- 
methylphenyl) -2 , 3-dihydro-l-benzothiepine-4-carboxylic 
acid (0.2g), and to the mixture were added, under ice- 

30 cooling, oxalyl chloride (0.18ml) and dimethylf ormamide 
(catalytic amount). The mixture was stirred at room 
temperature for 2 hours, and the solvent was evaporated. 

The residue was dissolved in tetrahydrof uran (20ml), and 
the mixture was added dropwise, under ice-cooling, to a 

35 solution of 1-(N- ( 4-aminobenzyl ) -N-methylamino) -3- 
propanol (0.15g) and triethylamine (0.28ml) in 
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tetrahydrofuran (10ml). Under nitrogen atmosphere, the 
mature was stirred at room temperature overnight The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate . and the organic 
5 layer was with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure the 
solvent was evaporated, and the residue was purified 'with 
•xlxoa gel column (methanol/ triethylamine/ethyl acetate) 
to give crude crystals, which were recrystallized from ethyl 
acetate/hexane to give N- ( 4- ( (N-3-hydroxypropyl-N- 
methyl ) aminome thyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 3 - 

dxhydro-l-benzothiepine-4-carboxamide (Compound ' 262 ) 
(0.16g) as colorless crystals, 
mp 147-148°C. 
15 'H-NMRf 6 Dr>m . r.nn \ i «.i on i 

3H, s). 2.67 (2H, t. J=5 .6Hz>. 3.08 (2H. t. J=5 .9Hz>, 3.28 
2H t. J=5.9Hz), 3.53 (2H, s). 3.78 (2H, t. J=5.3Hz), 
•2-7.32 (3H. m), 7.41-7.50 (4H. m) . 7.53-7.60 (4H. m) . 

20 IR(KBr) V: 3266, 2948, 1649cm' 1 . 
Anal, calcd. for C„H 32 N 2 0 2 S -0.311,0: 

C,72.86; H.6.87; N.5.86. 
Found C.72.90; H.6.70; N.6.05. 

Working Example 263 (Production of Compound 263) 
In dichloromethane (5ml) was suspended 7- (4- 

methylphenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxylic 
acxd ( 0 .2g). and to the mixture were added, under ice- 
cooling, oxalyl chloride (0.19ml) and dimethylf ormamide 
(catalytic amount). The mixture was stirred at room 
tem perature for 2 hourSi an(J ^ sQivent ^ evaporated> 

The residue was dissolved in tetrahydrofuran (20ml), and 
the mixture was added dropwise. under ice-cooling, to a 
solution of 4-((N-3-methoxypropyl-N-methyl)amino- 
methyl) aniline (0.16g) and triethylamine (0.3ml) in 
tetrahydrofuran (10ml). Under nitrogen atmosphere, the 
mixture was stirred at room temperature overnight. The 
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solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate , and the organic 
layer was with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
5 solvent was evaporated to give crude crystals, which were 
recrystallized from ethyl acetate/hexane to give N-(4- 
( ( N- 3 -methoxypropyl-N-methyl ) aminomethyl ) phenyl ) - 7 - ( 4 - 
me thy 1 -phenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - carboxamide 
(Compound 263) (0.28g) as colorless crystals. 

10 mp 121-123°C. 

l H-NMR ( 5 ppm , CDC1 3 ) 1.75-1.84 (2H, m) , 2.19 ( 3H , s), 2.40 
(3H, s), 2.45 (2H, t, J=7.3Hz), 3.09 (2H, t, J=4.6Hz), 3.33 
(3H, S), 3.43 (2H, t, J=6.6Hz), 3.47 (2H, s), 4.37 (2H, t, 
J=4.6Hz), 7.06 (1H, d, J=8.2Hz), 7.23-7.33 (4H, m) , 

15 7.44-7 .56 (7H, m) . 

IR(KBr) V : 2934, 1653cm" 1 . 

Anal. Calcd. for C 30 H 34 N 2 O 3 : C76.57; H,7.28; N,5.95. 

Found C, 76.41; H,7.24; N,6.02. 
Working Example 264 (Production of Compound 264) 

2 0 In dichloromethane (5ml) was suspended 7- (4- 

methylphenyl ) - 2 , 3 -dihydro - 1 -benzothiepine- 4 - carboxylic 
acid (0.15g), and to the mixture were added, under ice- 
cooling, oxalyl chloride (0.15ml) and dimethylf ormamide 
(catalytic amount). The mixture was stirred at room 

25 temperature for 2 hours, and the solvent was evaporated. 
The residue was dissolved in tetrahydrof uran (15ml), and 
the mixture was added dropwise, under ice-cooling, to a 
solution of 4-( (N-3-methoxypropyl-N-methyl)amino- 
methyl) aniline (0.12g) and triethylamine (0.21ml) in 

30 tetrahydrofuran (10ml). Under nitrogen atmosphere, the 
mixture was stirred at room temperature overnight. The 
solvent was evaporated, and to the residue was added water. 
The mixture was extracted with ethyl acetate , and the organic 
layer was with water and saturated brine, and dried with 

35 anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated to give crude crystals, which were 
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(Compound 264) (0.18g, as colorless crystals 
5 mp 128-129°C. 

™"!!"f!: , DC1 '' 1 ' 70 " 1 - 87 <2H - ■>• 2 - 19 < 3H - »•«• 

M. t J-5.SH,). 3.33 ,3H. s). 3.43 (2 „. t . 3 . 4? 
u (». 7. 24 . 7 .33 ,3„. .,. 7 . 40 . 7 . 58 „„_ m) ? 6e 

IR(KBr) 1/ : 2924, 1651cm" 1 . 

Anal. Calcd. for C^, c , 74 . 04; h, 7.04; N.5.76 

Workina P , C ' 73 - 80: H ' 6 - 95; N ' 5 '87. 

Workxng Example 265 (Production of Compound 265) 
D In di chlorometh=»^^ / \ „_ 

v- unu^ was suspended 2-f 4-methvl 

»ci* (o.j„. and t0 the toture „ ere ad(jed> ^_ 

catalytic The mlxture ms st 

20 temperature for 2 hours ,m » h . 

The t..,a solvent was evaporated. 

the 1,1 S ° 1VSa ^ '""^ofuran ana 

the mixture was added dropwise. under ice-=ooling to a 
solution or ( 4-aminophe»yl, -U-pyrtdyl.methanol o. Ig 

-^'"'^..(O^na.lntetrahydrofuraads-l,. 
2= nitrogen atmosphere, the Mixture was stirred at room 

temperature overnight. The soivent was evaporated, and to 
the residue was added water . The mixture was extracted with 

and s T ' Ma ° Igani ° Uyer « —» * 1th water 

30 s„L\ b " ne ' 31163 " lth """drops 

30 suifate. under reduced pressure, the solvent was 
evaporated to give crude crystals, which were 
reorganized from ethyl acetate/hexane to give 2-(4- 
-ethylphenyl ,.„.,« -hydroxy( 2 -py rl(iy i ,methylphe„yl , - . ,. 

.5 2 5W0°' 0 en20 ° yCl °->^ t — — boxa^ide (Compound 
*5 265) (0.30g) as colorless crystals 
mp 195-196°C. 
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l H-NMR( (5ppm, CDC1 3 ) 2.12-2.18 (2H, m) . 2.39 (3H, s), 2.71 
(2H, t, J=6.2Hz), 2.85-2.91 ( 2H , m) , 5.31 (1H, d, J = 3.8Hz), 
5.75 (1H, d, J=3.8Hz), 7.12-7.26 (4H, m) , 7.35-7.67 (11H, 
m) , 8.57 (1H, d, J=5.4Hz) . 
5 IR(KBr) Vi 2930, 1651cm" 1 . 

Anal. Calcd. for C 31 H 28 N 2 0 2 * 0 . 2H 2 0: 

C80.21; H,6.17; N,6.04. 
Found C80.15; H,6.05; N,6.13. 

Working Example 266 (Production of Compound 266) 

10 In dichloromethane (25ml) was dissolved 2- (4- 

me t hy 1 - phenyl ) - N - ( 4 -hydroxy ( 2 - pyr idy 1 ) me thy lpheny 1 ) - 
6 , 7-dihydro-5H-benzocycloheptene-8-carboxamide ( 0 • 2g) , 
and to the mixture was added, under ice-cooling, mCPBA 
(0.14g). The mixture was stirred at room temperature 

15 overnight, and to the mixture was added sodium thiosulfate 
solution. The mixture was concentrated and extracted with 
ethyl acetate. The organic layer was washed with sodium 
hydrogen carbonate solution, water and saturated brine, and 
dried with anhydrous magnesium sulfate. Under reduced 

20 pressure, the solvent was evaporated, and the residue was 
purified with silica gel column (methanol/triethylamine/ 
ethyl acetate) to give crude crystals, which were 
recrystallized from ethyl acetate/hexane to give 2- (4- 
methylphenyl) -N- (4 -hydroxy ( l-oxidepyridin-2-yl )methyl- 

25 phenyl) -6 , 7 -dihydro- 5H-benzocycloheptene-8-carboxamide 
(Compound 266) (0.12g) as colorless crystals, 
mp 127-128°C. 

X H-NMR ( <5 ppm, CDC1 3 ) 2.14-2.20 (2H, m) , 2.40 (3H, s), 2.73 

(2H, t, J = 6.4Hz), 2.87-2.92 (2H, m) , 6.07 (1H, s), 6.40 ( 1H , 
30 br), 6.93-6.98 (1H, m) , 7.22-7.28 (4H, m) , 7.43-7.53 (7H, 

m), 7.67 (2H, d, J=8.8Hz), 7.75 (1H, s), 8.24-8.28 (1H, m) . 

IR(KBr) 1/ : 2928, 1651cm -1 . 

Anal. Calcd. for C 31 H 2e N 2 O 3 '0 . 5H 2 0: 

C, 76.68; H,6.02; N,5.77. 
35 Found C76.59; H,6.00; N,5.65. 

Working Example 267 (Production of Compound 267) 
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in dimethylformamide (5ml) was dissolved N-(4- 

(piperidin-2-ylcarbon y i)phenyl)-7-(4-methylphenyl)-2 3- 
^hydro-l-benzoxepine-4-carboxamide (0.2g). and to the 
mixture were added sodium hydrogen carbonate (0.05g) and 
methyl iodide (0.1ml). Under nitrogen atmosphere, the 
mxxture was stirred at room temperature overnight. The 
solvent was evaporated, and to the residue was added ethyl 
acetate to give crude crystals, which were recrystallized 
from ethanol/ethyl acetate to give N.N-dimethyl-2- ( 4- 
((7-(4-methylphenyl)-2,3-dihydro-l-benzoxepine-4- 
carbonyl)amino)benzoyl)piperidinium iodide (Compound 267) 
(0.16g) as colorless powder, 
mp 236-237°C(dec. ) . 

'H-NMR(tfpp m . CDC1 5 ) 1.75-2.10 («. m) , 2.15-2.38 (2H. m) . 

15 2.38 (3H, s), 3,07 (2H i- t-„ cu ^ , 

«). 3.62-3.68 (1H. m), 4.34 (2H, t. J=4.6Hz). 4.68 (1H. br) . 
6-41-6.45 (1H. ■). 7.03 (1H, d, J=8.4Hz). 7.22 (2H, d. 
J=8.0Hz), 7.43-7.52 (4H. m, . 7 . 73 (1H . d . J=2 . 2Hz) , 7 . 95 
(2H. d. J=9.2Hz). 8.34 (2H, d, J=8.8Hz), 8.59 ( 1H s) 
20 IR(KBr) U: 2955, 1674cm" 1 . 

Anal. Calcd. for C 32 H 35 IN 2 Cy 0 . 5H,0: 

C, 60.86; H,5.75; N,4.44. 
Found C, 60.89; H,5.49; N,4.52. 

Working Example 268 (Production of Compound 268) 

To a solution of 2-methyl-6- ( 4-methylphenyl) - 
qumoline-3-carboxylic acid (I20mg) and 1-hydroxy- 
benzotriazole (88mg) in DMF (5ml) was added at room 
temperature l-ethyl-3-(3 ' -dimethylaminopropyl) - 
carbodiimide hydrochloride (l25mg), and the mixture was 
30 stirred for 1 hour. To the mixture was added a solution of 
l-(4-am 1 noben Z yl)phosphorinane-l-oxide (109mg) and 
triethylamine (0.1ml) in DMF (3ml), and the mixture was 
stirred for 3 days . Under reduced pressure . the mixture was 
concentrated, and to the residue was added water The 
mxxture was extracted with chloroform, and the organic layer 
was washed with saturated brine and dried with magnesium 
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sulfate. Under reduced pressure, the mixture was 
concentrated, and the residue was separated and purified 
with column chromatography ( ethanol/ethyl acetate=l:2) and 
recrystallized from (ethanol/ethyl acetate) to give pale 
5 yellow crystals of 2-methyl-6- ( 4-methylphenyl) -N- 
( pent ame thylenephosphorylme thylphenyl ) quinoline - 3 - 
carboxamide (Compound 268) (116. lmg). 
m.p. 273-275 °C 

'H-NMR (200MHz, CDC1 3 ) <5 1.01-1.84 (10H, m) , 2.44 (3H, s), 
10 2.90 (3H, s), 3.04 (2H, d, J=12.6 Hz), 7.17-7.25 (2H, m) , 
7.32 (2H, d, J=7.9 Hz), 7.61 (2H, d, J=7.9 Hz), 7.69 (2H, 
d, J=8.2 Hz), 7.99-8.13 ( 3H , m) , 8.30 ( 1H , s), 9.44 (1H, 
br s ) . 

IR (KBr) 3024, 1664, 1601, 1539, 1516, 1319, 1159, 847, 816 
15 cm" 1 

Anal. Calcd. for C 30 H 31 N 2 O 2 P • 0 . 3H 2 0 

Calcd. C, 73.84 ; H, 6.53 ; N, 5.74 ; P, 6.35. 
Found. C, 73.67 ; H, 6.58 ; N, 5.67 ; P, 6.27. 
Working Example 269 (Production of Compound 269) 

20 Under nitrogen atmosphere, to a solution of (E)-3- 

[ 5- ( 4-isopropylphenyl) thiophen-2-yl] acrylic acid ( 130mg) 
in THF (10ml) was added at room temperature oxalyl chloride 
(0.07ml) and then a drop of DMF, and the mixture was stirred 
for 1 hour. Under reduced pressure, the solvent was 

25 evaporated, and the residue was dissolved in THF (20ml). 
To the mixture were added 1- ( 4-aminobenzyl) - 
phosphorinane-1 -oxide (117mg) and triethylamine (0.15ml) 
at 0°C , and the mixture was stirred at room temperature for 
4 hours. The mixture was added to vigorously stirred water 

30 to stop the reaction and extracted with ethyl acetate. The 
organic layer was washed with saturated brine, dried with 
magnesium sulfate, concentrated and purified with column 
chromatography (ethanol/ethyl acetate=l:4) and 
recrystallized from ethanol/ethyl acetate to give yellow 

35 crystals of ( E )- 3- [ 5- ( 4-methylphenyl ) thiophen-2 -yl ] -N- 
( pentaethylenephosphorylme thylphenyl ) acrylamide 
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(Compound 269) (60.5mg). 
m.p. 295 t(dec. ) 

l H-NMR (200MHz, CDC1 3 ) 51.28 (6H, d, J= 7 .0 Hz), 1 51-2 10 

5 MhV' 2 ' 89 ' 3 -°° 3 - 15 UH ' J = 13 - 2 HZ). 6.*48 

82 ri/T 0 H2) ' 7 ' 15 " 7 - 33 (6H ' 7 - 5 °- 7 ' 62 <«. 

7-82 (1H, d . J-13.0 Hz), 8.37-8.59 (1H. .) . 

i«^»r 57 ' 1672 - i6is * i543 - i5i °- i412 - 1356 < »«. 

1250, 1232, 1165, 960, 852, 829, 793 cm- 
Anal. Calcd. For C 2a H 32 N0 2 SP 
10 Calcd. C, 70.41 ; H, 6.75 , N. 2.93. 
Found. C, 70.06 ; H, 6.82 ; N. 2.98. 
Working Example 270 (Production of Compound 270) 

Under nitrogen atmospnere. to a solution of (E)-3- 

is ; 

(0 oLl T ^ r ° 0m tem P eratu " oxalyl chloride 

(O.Otol) and a drop of DMF, and the mixture was stirred for 
I hour. Under reduced pressure, the solvent was evaporated, 
and the resxdue was dissolved in THF (20ml) . To the mixture 
were added at Q - c 

104mg) and triethylamine (0.12ml), and the mixture was 

alT, ^ r °° m temPeratUre for 18 ^urs. The mixture was 
added to vigorously stirred water to stop the reaction and 

"th sT T/ thyl acetate - The organic iayer Was 

with saturated brine and dried with magnesium sulfate. 
Under reduced pressure, the mixture was concentrated, and 
the resxdue was purified with column chromatography 
(ethanol/athyl acetate=l , 4 ) and recrystallized from 
ethanol to give yellow crystals of (E) -N- ( 4-pentamethylene 

phosphorylmethylphenyl,- 3 -(5-(4-tert-butylphenyl,- 
» thxophen-2-yl]acrylamide (Compound 270) (82.1mg) 
m.p. >300 °C ^-img,. 

3 H 'r, ' 2 T 2 ' CDC1 '' 41 - 35 l-30-a.M ,X0H. ... 

, 0 !„ ; J " 13 - 2 Hsl - 6 - 53 (1H - d - j - i5 -< «*>• 

7-82 (1H. d. J-15.4 Hz). S. 79-8. 98 <1H. .) . 

IK (KBr) 3238. 2672. 1618. 1543. 1514. 1358. 1252. 1167 



3NSDOCJD: <WO_9932468A1_L> 



WO 99/32468 



391 



PCT/JP98/05707 



852, 793 cm -1 

Anal. Calcd. For C 29 H 34 N0 2 SP 

Calcd. C, 70.85 ; H, 6.97 ; N, 2.85 ; P, 6.30. 
Found. C, 70.61 ; H, 6.90 ; N, 2.89 ; P, 6.17. 
5 Working Example 271 (Production of Compound 271) 

Under nitrogen atmosphere, to a solution of 2-(4- 
methylphenyl)benzofuran-5-carboxylic acid (130mg) in THF 
(10ml) were added at room temperature oxalyl chloride 
(0.07ml) and a drop of DMF , and the mixture was stirred for 

10 1 hour. Under reduced pressure , the solvent was evaporated, 
and the residue was dissolved in THF (20ml) . To the mixture 
were added at 0°C l-(4-aminobenzyl)phosphorinane-l-oxide 
(126mg) and triethyl- amine (0.15ml), and the mixture was 
stirred at room temperature for 3 hour. The mixture was 

15 added to vigorously stirred water to stop the reaction and 
extracted with ethyl acetate. The organic layer was washed 
with saturated brine, dried with magnesium sulfate and 
concentrated. The resulting crystals were recrystallized 
from ethanol to give colorless crystals of 2- (4- 

20 methylphenyl) -N- ( 4-pentamethylenephosphorylmethyl- 

phenyl )benzofuran- 5 -carboxamide (Compound 271) (134.6mg) . 
m.p. 297-296 °C 

: H-NMR (200MHz, CDC1 3 ) 6 1.42-2.16 (10H, m) , 2.42 (3H, s), 

3.17 (2H, d, J=13.2 Hz), 7.04 (1H, s), 7.24-7.33 (4H, m) , 
25 7.58 (1H, d, J=8.6 Hz), 7.67 (2H, d, J=8.4 Hz), 7.76-7.85 

(3H, m), 8.14 (1H, d, J=1.8 Hz), 8.15-8.19 (1H, m) . 

IR (KBr) 3390, 2929, 1657, 1524, 1323, 1230, 1161, 1132, 

849, 824, 800, 760 cm" 1 

Anal. Calcd. For C 2a H 28 N0 3 P 
30 Calcd. C, 73.51 ; H, 6.17 ; N, 3.06. 

Found. C, 73.45 ; H, 5.89 ; N, 2.83. 

Working Example 272 (Production of Compound 272) 

To a solution of 2- ( 4 -methylphenyl )benzofuran- 6- 

carboxylic acid (130mg) in THF (10ml) were added oxalyl 
35 chloride (0.07ml) and a drop of dimethylf ormamide at room 

temperature, and the mixture was stirred for 1 hour. Under 
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reduced pressure, the solvent was evaporated, and the 

HLT e /nr diSS ° 1Ved ln (2 ° ml) - T ° the mi ^ure were 
added at oC l- (4-a m in 0 ben Z yl)phosphorinane-l-oxide 
(126mg) and triethylamine (0.15ml). and the mixture was 

alT, tr ° OmtemPeratUrefOr20hOUrS - ^e mixture was 
added to vigorously stirred water to stop the reaction and 

extracted with dichlorome thane, and the organic layer was 
washed with saturated brine. Under reduc J ~ 
mature was concentrated, and the residue was 
0 ^tallized f rom ethanol to give pale yellow crystals 
of 2- 4-methyl-p h enyl)- N - ( 4-p entamethylen hQ 

me hylphenyl) b en 2 ofuran-6-car b oxamide (Compound 2tI> 
(149.9mg) . ' 

m.p. >300 t 

' IR (KBr) 3224, 1651 , c , 

Anal r«i^ 1 X *"' i165 ' 845 ' 820 CI ""' 

Anal. Calcd. For C 2a H J6 N0 3 P 

Calcd. C, 73.51 ; H, 6.17 ; N, 3.06. 
Found, c, 73.50 ; H, 6.17 ; N, 2.92. 
Working Example 273 (Production of Compound 273) 

To a solution of 7- (4-methylsulf onylphenyl) -2 . 3- 
drhydro-l-benzoxepine-4-carboxylio acid (lOOmg) in THF 
10 m i, W ere added at room temperature oxalyl chloride 
0 050,1, and a drop of DMF , and the mixture was stirred for 
I hour. Under reduced pressure, the solvent was evaporated, 

2l IT* T in ™ < ) . To the mixture 

were added at 0^C 4- [N-methyl-N- (tetrahydropyran-4-yl) - 
aminomethyuaniline (71mg) and triethylamine (0.1ml). and 
the mature was stirred at room temperature for 16 hours. 
The mixture was added to vigorously stirred water to stop 
he reaction and extracted with ethyl acetate . The organic 
layer was washed with saturated brine and dried with 
magnesium sulfate. Under reduced pressure, the mixture was 
concentrated, and the residue was purified with column 
chromatography (ethanol/ethyl acetate=l: 3 ) and 
recrystallized from ethanol to give colorless crystals of 
7- ( 4 -methylsulf onylphenyl ) -N- [ 4 - [N-methyl-N- ( tetra- 
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hydropyran- 4 -yl) aminomethyl] phenyl] -2 , 3-dihydro-l- 
benzoxepine-4-carboxamide (Compound 273) (123mg). 
m.p. 233-235 °C 

'H-NMR (200MHz, CDC1 3 ) 6 1 . 6 2 - 1 . 82 (4H, m) , 2.21 (3H, s), 
5 2.56-2.73 (1H, m) , 3.04-3.15 (2H, m) , 3. 10 ( 3H , s) , 3.31-3.43 
(2H, m), 3.57 (2H, s), 3.99-4.09 (2H, m) , 4.39 ( 2H , t , J = 4.5 
Hz), 7.12 (1H, d, J=8.4 Hz), 7.24-7.35 (3H, m) , 7.46-7.60 
(5H, m), 7.74 (2H, d, J=8.6 Hz), 8.00 (2H, d, J=8.6 Hz). 
IR (KBr) 3292, 1645, 1524, 1308, 1144 cm' 1 

10 Anal. Calcd. for C 31 H 34 N 2 O s S 

Calcd. C, 68.11 ; H, 6.27 ; N, 5.12 ; S, 5.87. 
Found. C, 67.94 ; H, 6.40 ; N, 5.09 ; S, 5.90. 
Working Example 27 4 (Production of Compound 27 4) 

Under nitrogen atmosphere, to a solution of (E)-3- 

15 [ 5- ( 4-isopropylphenyl) thiophen- 2 -yl] acrylic acid (130mg) 
in THF (10ml) were added at room temperature oxalyl chloride 
(0.07ml) and a drop of DMF , and the mixture was stirred for 
1 hour. Under reduced pressure, the solvent was evaporated, 
and the residue was dissolved in THF (20ml) . To the mixture 

20 were added at 0°C 4- [N-methyl-N- ( tetrahydropyran-4- 

yl ) aminomethyl ] aniline (116mg) and triethylamine (0.15ml), 
and the mixture was stirred at room temperature for 4 hour. 
The mixture was added to vigorously stirred water to stop 
the reaction and extracted with ethyl acetate. The organic 

25 layer was washed with saturated brine, dried with magnesium 
sulfate, concentrated and purified with column 
chromatography (ethanol/ethyl acetate=l:4) and 
recrystallized from ethyl acetate/hexane to give yellow 
crystals of (E)-3-[5-(4- isopropylphenyl ) thiophen- 2 -yl ] - 

30 N- [ 4- [N-methyl-N- ( tetrahydropyran- 4-yl ) aminomethyl ] - 
phenyl ] aery lamide ( Compound 274) (162. 9mg ) . 
m.p. 187-189 °C 

'H-NMR (200MHz, CDC1 3 ) 5 1.27 (6H, d, J=6 . 8 Hz), 1.54-1.84 
(4H, m), 2.21 (3H, s), 2.55-2.72 (1H, m) , 2.84-3.01 (1H, 
35 m), 3.30-3.44 (2H, m) , 3.56 (2H, s), 3.97-4.10 (2H, m) , 6.31 
(1H, d, J-15.4HZ), 7.19-7.35 (7H, m) , 7.49-7.61 (4H, m) , 



BNSDOCID*. <WO 9932466A1J_> 



20 



30 



35 



WO 99/32468 

PCT/JP98/05707 

394 

7-84 (1H, d, J=15.4 Hz). 

IR (KBr) 3315, 1664, 1606 1 535 1<lno 

829. 804 cm- 14 ° 8 ' 1335 ' U69 < 

Anal. Calcd. for C 29 H 34 N,0 2 S 

5 p CalC '- C ' 73 ' 38 ' »< 7 ^ ; N, 5.90 , S. 6.76. 
Found. C, 73.12 , H, 7.34 , N, 5.88 , S. 6.83. 
Working Example 275 (Production of Compound 275) 

A solution of 7-(4-methylthiophenyl)- N - [4 -rN- 

^-dxhydro-l-benzoxepine^-carbo^e (110mg) and 
sodium periodate (48mg) in methanol/water (40/15ml) was 
stirred at room temperature for 2 days. Under reduced 
wa ared T - to the residue 

L5 Z oZTc T' ^^—-racted with chloroform. 

xne organic layer was washon -„u^ 

„. +h — a a«-uraied Dnne and dried 

with magnesium sulfate Ur,*^ * 

» suirate. Under reduced pressure, the 

mixture was concentrated, and the residue was purified with 

column chromatography (ethanol/ethyl acetate-l:!) and 

crystals of 7-(4-methylsul f inylphenyl)- N - r4 . [N - methyl _ 
N-(4-tetrahydropyran-4-yl )ajninoniethyl]phenyl] _ 2 3 _ 

dihydro-l-benzoxepine-4-carboxamide (Compound 275) 
\ id . 5mg) . 

CDC1,, (4 „. m) . (3H 

IT'-, :/, ? '" UH ' d ' M ">' '-"-7.35 (3H. 

'-«-7-63 (5H. m), 7.71 (4H s> 

Working Example 276 (Pr oduetlon o£ ^ 

Under nitrogen atmosphere, to a solution of (E)-3- 

n T^" :";r tylPhe " n,thiOPhen - 2 - yl '^"-=" '"Omg) 

0 ol a„ a T " ^ «W o^oriee 

hour r/e T ° £ DMF ' Md " 1XtUre "» '« 
Ihour. Under reduoed pressure, the solvent was evaporated 
and the residoe „.s dissolved in THF , 2 „ml,. To the mixture 
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were added at 0°C 4- [N-methyl-N- ( tetrahydropyran- 4- 
yl)aminomethyl] aniline (109mg) and triethylamine (0.13ml), 
and the mixture was stirred at room temperature for 6 days. 
The mixture was added to vigorously stirred water to stop 
5 the reaction and extracted with ethyl acetate. The organic 
layer was washed with saturated brine, dried with magnesium 
sulfate and concentrated. The residue was purified with 
column chromatography (ethanol/ethyl acetate=l:4) and 
recrystallized from ethyl acetate/hexane to give yellow 
10 crystals of (E)-3-[5-( 4-tert-butylphenyl) thiophen-2- 
yl ] -N- [ 4 - [ N-methyl-N- ( tetrahydropyran- 4 -yl ) amino - 
methyl] phenyl] aery lamide (Compound 276) (107. 3mg). 
m.p. 216-220 °C 

l H-NMR (200MHz, CDC1 3 ) S 1.35 (9H, s), 1.50-1.86 (4H, m) , 
15 2.21 (3H, s), 2.51-2.76 (1H, m) , 3.30-3.45 (2H, m) , 3.57 
(2H, s), 3.99-4.10 (2H, m) , 6.32 (1H, d, J=14.8 Hz), 
7.21-7.35 (5H, m) , 7.43 ( 2H , d, J = 8.4 Hz), 7.51-7.61 (4H, 
m), 7.84 (1H, d, J=14.8 Hz). 

IR (KBr ) 3320, 1666, 1606, 1535, 1335, 831 cm" 1 

20 Anal. Calcd. for C 30 H 36 N 2 O 2 S- 0 . 1H 2 0 

Calcd. C, 73.46 ; H, 7.44 ; N, 5.71. 
Found. C, 73.41 ; H, 7.41 ; N, 5.83. 
Working Example 277 (Production of Compound 277) 

Under nitrogen atmosphere, to a solution of 2- (4- 

25 methylphenyl)benzofuran-5-carboxylic acid (200mg) in THF 
(10ml) were added at room temperature oxalyl chloride 
(0.1ml) and a drop of DMF, and the mixture was stirred for 
1 hour . Under reduced pressure , the solvent was evaporated , 
and the residue was dissolved in THF (20ml) . To the mixture 

30 were added at 0°C 4- [N-methyl-N- ( tetrahydropyran- 4 - 

yl)aminomethyl] aniline (192mg) and triethylamine (0.22ml), 
and the mixture was stirred at room temperature for 18 hours . 
The mixture was added to vigorously stirred water to stop 
the reaction and extracted with chloroform. The organic 

35 layer was washed with saturated brine, dried with magnesium 
sulfate and concentrated. The resulting crystals were 
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recrystallized from ethanol to aive ooi , 
2-(4-methylphenyl) N r« <l co ^l ess crystals of 

yl>aminometh y ph " £ ^^-(tetrafcydropyran^- 
277) (295. 8 J). 7 J n2 ° fUran - 5 - CarbOX -^ (Compound 
5 m.p. 233-236 °C 

'H-NMR (200MH 2 , CDC1,) <5l. 62 -l 83 UH ^ 

(3H. s), 2.57-2 72 ( 1H , ^ S,< 

<»• S ). 3. 99 . 4 . 09 ^ H ' 7 m ; ;r s 3 ; 44 7 ( 3 T mK3 - 59 

7.56-7.64 (3H m ) 7 7fi , a 7 " 31 - 7 - 36 ( 4 «< 

<». d. ; 6 - 7 - 82 < 3H < m >'^ciH, s ,, 8 . n 

» (KBr) 3388, 2943, 1647, 1 597 l 525 Wnjl , 

794 cm' 1 ' 1525< 1408 ' 1319. 1148. 

Anal, calcd. For C 29 H 30 N A 



Calcd. C, 76.63 - H fi fr 

15 Found. C, 76.61 r w < 4- . » - 

- ~ ' in, o.uO 



20 



25 



30 



35 



«e mixture Kas stlrraa <» - y of DHP. and 

the solvent was evaporated 7" l h "* P«ssure. 
1" ™F (20ml) To t Z ' " " SldUa »»* dissolved 

<192mg) and trlethylamlne (0.22ml) an „ 1 
stirred at room temperatur f„T „ou r » T™ 
»*aed to vigorously stlrrea „ ater 4 to h ° s U t r oD t T h he m " tu « — 
extracted with dlehloromethane Z ' reaCU °" " 4 

— d with saturated hrlne a„ a LL IZ" ^ ~ 
sulfate, oaosr reduced pressure t h ( cesium 
concentre.* ., Pressure, the mixture was 

recrystamsed from ethanol to give pale veil 



m -p. 224-227 °C 
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1 H-NMR (200MHz, CDC1 3 ) <5 1.41-1-82 (4H, m) , 2.22 (3H, s), 
2.42 (3H, s), 2.56-2.74 (1H, m) , 3.32-3.44 (2H, m) , 3.59 
(2H, s), 3.98-4.12 (2H, m) , 7.02 ( 1H , s), 7.25-7.37 ( 4H , 
m), 7.61-7.66 (3H, m) , 7.72-7.81 (3H, m) , 7.92 (1H, s), 8.07 
5 (1H, s) . 

IR (KBr) 3304, 1647, 1520, 1313, 822 cm- 1 
Anal. Calcd. for C 29 H 30 N 2 O 3 
Calcd. C, 76.63 ; H, 6.65 ; N, 6.16. 
Found. C, 76.79 ; H, 6.39 ; N , 6.13. 

10 Working Example 279 (Production of Compound 279) 

To a solution of (E) -3- [ 5- ( 4 -methylphenyl ) thiophen- 
2-yl ] -N- [ 4 - t N-methyl-N- ( tetrahydropyran- 4 -yl ) amino- 
methyl] phenyl ]acrylamide (lOOmg) in DMF (3ml) was added at 
room temperature methyl iodide (0.5ml) , and the mixture was 

15 stirred for 2 days . Under reduced pressure, the mixture was 
concentrated, and to the residue was added acetonitrile . 
The resulting crystals were collected by filtration to give 
yellow crystals of N , N- dimethyl -N- [4-[ [ (E)-3-[5-(4- 
methylphenyl ) thiophen- 2 -yl ] - 2 - propenoyl ] amino ] benzyl ] - 

20 4-tetrahydropyranyl ammonium iodide (Compound 279) 
(lOl.lmg) . 
m.p. 212-216 °C 

1 H-NMR (200MHz, DMSO-d 6 ) <5 1.74-1.99 (2H, m) , 2.09-2.22 (2H, 
m), 2.34 (3H, s), 2.87 (6H, br s), 3.24-3.42 ( 2H , m) , 
25 3.48-3.66 (1H, m) , 4.00-4.11 ( 2H , m) , 4.46 ( 2H , s), 6.58 
(1H, d, J=15.4 Hz), 7.27 (2H, d, J = 7.9 Hz), 7.44-7.58 ( 4H , 
m), 7.61 (2H, d, J=7.9 Hz), 7.76 (1H, d, J=15.4 Hz), 7.82 
(2H, d, J=8.8 Hz), 10.43 (1H, s). 

IR (KBr) 3165, 1675, 1606, 1525, 1155, 814 cm" 1 
30 Anal. Calcd. for C 2a H 33 N 2 0 2 SI ■ 0 . 5H 2 0 

Calcd. C, 56.28 ; H, 5.74 ; N, 4.69. 

Found. C, 56.04 ; H, 5.71 ; N, 4.71. 

Working Example 280 (Production of Compound 280) 

To a solution of (E) -N- [ 4 - [N-methyl-N- ( tetrahydro- 
3 5 pyran - 4 -yl ) aminomethyl ] phenyl ] - 3 - [ 5 - ( 4 - isopr opy 1 - 

phenyl)thiophen-2-yl]acrylamide (80mg) in DMF (5ml) was 
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added at room temperature methyl iodide (o.04ml) and the 

::::::: was stirred for 3 days - — ~ *~ 

solvent was evaporated, and to the residue was added 

~*rll.. results crystals were collected by 

1 " ° ^ yell ° W ° ryStalS of ^N-dimethyl-N- 
[4 - [[ t E ^3-f5-(4-iso P r 0py ip h enyl,thiophe n -2- y i]. 2 . 

iodide (Compound 280) (76.9mg). 
m.p. 217-220 °C 

10 i"r m) <2o 2 °™ z ' DHs °- a ' )51 -" <«. -.ohm. i.,„. M 

. 3.25-3.44 <2H. », . 3.49-3.68 <1H. „) , 3 .„.„ u '„' 

Anal, calcd. for C 30 H 37 N 2 O 2 SI 
Calcd. c. 58.44 ; H, 6.05 ; N, 4.54. 
20 Found. C. 58.24 , H. 5.83 ; N, 4.27. 

Working Example 281 (Production of Compound 281) 

To a solution of 2-(4-methylphenyl)-N- [«-(„- 
-thyl-N- ( tetrahydropyran-4 -yl , aminome thy 1 ) phenyl ] - 

atTolT' 5 " Carb ° Xamide U20mg) ±n ° MF ^ - — 

JL^^^-"* 1 "™* ( °-° 4ml) ' -d the mixture 
was stxrred for 24 hours. Under reduced pressure the 

^™ vaporated - and to the r — * — 

vlllo 9 CryStalS C ° UeCted by ""ration to give 

30 ~7 °' ^-^^ ' «" I »- (4-methyl- 

30 ^Dbenzofuran-S-carbonyDaminoJ-benzyij^-tetra- 
hydropyranyl ammonium iodide (Compound 281) (142 Img, 
m.p. 208-212 °C i-m.img). 

^ U00MH, DMSO . a>)5l n . 2 oi (2h _ ^ 2 
35 ( „ „ S '' 2 - 8 ' <6H ' S '- 3 -"- 3 -" <». ■>. 3.48-3.6, 

h »' , ■ :; (2H ' m) - 448 ,2H - s) - < 2 «- «. 



25 
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(5H, m), 8.29 (1H, d, J = 1.8 Hz), 10.52 (1H, s). 

IR (KBr) 3277, 1643, 1595, 1525, 1468, 1416, 1325, 842, 820, 

789, 762 cm" 1 

Anal. Calcd. for C 30 H 33 N 2 O 3 I ■ 1 . 0H 2 O 
5 Calcd. C, 58.64 ; H, 5.74 ; N, 4.56. 
Found. C, 58.98 ; H, 5.62 ; N, 4.55. 
Working Example 282 (Production of Compound 282) 

To a solution of 7- ( 4 -methoxyphenyl ) - 2 , 3-dihydro- 
l-benzothiepine-4-carboxylic acid (150mg) in THF (10ml) 
10 were added at room temperature oxalyl chloride (0.13ml) and 
a drop of DMF, and the mixture was stirred for 1 hour. Under 
reduced pressure, the solvent was evaporated, and the 
residue was dissolved in THF (20ml). To the mixture were 
added at 0°C 4- [N-methyl-N- ( tetrahydropyran-4-yl)amino- 
15 methyl] aniline (ll6mg) and triethylamine (0.2ml), and the 
mixture was stirred at room temperature for 4 hours . The 
mixture was added to vigorously stirred water to stop the 
reaction and extracted with ethyl acetate. The organic 
layer was washed with saturated brine and dried with 
20 magnesium sulfate. Under reduced pressure , the mixture was 
concentrated, and the residue was purified with column 
chromatography ( ethanol/ethyl acetate=l:4) and 
recrystallized from ethanol/diethylether to give pale 
yellow crystals of 7- ( 4-methoxyphenyl ) -N- [ 4 - [ N-methyl- 
25 N- ( tetrahydropyran - 4 - yl ) aminomethyl ] phenyl ] - 2 , 3 - 

dihydr o - 1 - ben z o thiepine - 4 - carboxamide ( Compound 28 2) 

(128. 5mg) . 

m. p. 162-164 °C 

l H-NMR (200MHz, CDC1 3 ) <5 1 . 61- 1 . 83 (4H, m) , 2.21 (3H, s), 
30 2.55-2.72 ( 1H , m) , 3.05-3.10 (2H, m) , 3.26-3.44 (4H, m) , 

3.57 (2H, s), 3.86 (3H, s), 3.96-4.09 (2H, m), 6.98 (2H, 

d, J = 8.8 Hz), 7.32 (2H, d, J=8 . 4 Hz), 7.35-7.43 (2H, m) , 

7.48-7.57 (6H, m) , 7.68 (1H, br s). 

IR (KBr) 3332, 1647, 1515, 1248, 818 cm' 1 
35 Anal. Calcd. for C 31 H 34 N 2 0 3 S 

Calcd. C, 72.34 ; H, 6.66 ; N, 5.44. 
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Found. C. 72.25 ; H, 6.67 ; N , 5.43. 
Working Example 283 (Production of Compound 283) 

To a solution of 7- ( 4-methoxyphenyl) -2 . 3-dihydro- 
l-benzothiepine-4-carboxylic acid (200mg) in THF (10ml) 
were added at room temperature oxalyl chloride (0.30ml) and 
a drop of DMF, and the mixture was stirred for 1 hour. Under 
reduced pressure, the solvent was evaporated, and the 
residue was dissolved in THF (20ml). To the mixture were 
added at 0°C 4- [N- ( 4 , 4-ethylenedioxycyclohexyl) -N- 
methylaminomethyl] aniline (0.20g) and triethylamine 
(0.3ml), and the mixture was stirred at room temperature 
for 4 hours. The mixture was added to vigorously stirred 
water to stop the reaction and extracted with ethyl acetate 
The organic layer was washed with saturated brine and dried 

15 with magnesia™ c u"i tt~,*«_ ^ , 

... ™.^v_v_ . icuuuea pressure, the 

mixture was concentrated, and the residue solid was 
recrystallized from acetone/diethylether to give pale 
yellow crystals of N- [ 4- [N- (4 , 4-ethylenedioxy- 
cyclohexyl ) -N-methylaminomethyl ] phenyl ] - 7 - ( 4 -methoxy- 

20 Phenyl)-2,3-dihydro-l-benzothiepine-4-carboxamide 
(Compound 283) (226. 4mg). 
m.p. 198-201 X: 

'H-NMR (200MHz, CDC1J 6 1 . 45-1 . 91 (8H, m) , 2.21 (3H, s), 
2.44-2.65 (1H, m) , 3.03-3.10 (2H, m) , 3.26-3.31 (2H m) 
25 3.57 (2H, s), 3.86 (3H, s), 3.95 (4H, s), 6.98 (2H, d, J=8.8 
Hz), 7.32 (2H. d, J =8 .4 Hz), 7.37-7.43 (2H. m) , 7.46-7.60 
(6H, m) , 7.68 (1H, br s) . 

IR (KBr) 3359, 1651. 1514, 1252. 1103. 1030, 926, 830 cm- 
Anal. Calcd. for C 34 H 38 N 2 O 4 S-0.3H 2 O 
30 Calcd. C. 70.88 ; H, 6.75 ; N, 4.86. 
Found. C, 70.86 ; H, 6.70 ; N, 4.77. 
Working Example 284 (Production of Compound 284) 

To a solution of N-[ 4- [N-( 4. 4-ethylenedioxy- 
cyclohexyl ) -N-methylaminomethyl ] phenyl ] - 7 - ( 4 -methoxy- 

phenyl)-2,3-dihydro-l-benzothiepine-4-carboxamide 
(130mg) in THF (15ml) was added at room temperature 6N 
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hydrochloric acid (1ml), and the mixture was stirred for 
66 hours. To the mixture was added sodium bicarbonate 
solution, and extracted with ethyl acetate. The organic 
layer was washed with saturated brine and magnesium sulfate . 
5 Under reduced pressure, the mixture was concentrated, and 
the resulting solid was recrystallized from ethyl 
acetate/hexane to give pale yellow crystals of 7- (4- 
methoxyphenyl ) -N- [ 4 - [N-methyl-N- ( 4 -oxocyclohexyl ) 
aminomethyl ] phenyl ] - 2 , 3 - dihydro - 1 -benzothiepine - 4 - 
10 carboxamide (Compound 284) (78.3mg). 
m.p. 133-139 °C 

1 H-NMR (200MHz, CDC1 3 ) 6 1 . 74 - 2 . 19 (4H, m) , 2.23 (3H, s), 
2.30-2.59 (4H, m) , 2.81-2.97 (1H, m) , 3.04-3.10 ( 2H , m) , 
3.26-3.32 (2H, m) , 3.60 (2H, s), 3.86 (3H, s), 6.98 (2H, 
15 d, J=9.2 Hz), 7.33 (2H, d, J=8.4 Hz), 7.38-7.43 (2H, m) , 
7.48-7.58 (6H, m) , 7.71 (1H, br s). 

IR (KBr) 3273, 1711, 1651, 1605, 1515, 1408, 1317, 1248, 
1180, 820 cm" 1 

Anal. Calcd. for C 32 H 34 N 2 0 3 S • 0 . 2H z O 

20 Calcd. C, 72.48 ; H, 6.54 ; N, 5.28. 
Found. C, 72.33 ; H, 6.42 ; N, 5.13. 
Working Example 285 (Production of Compound 285) 

To a solution of 7- ( 4-morpholinophenyl ) - 2 , 3-dihydro- 
l-benzothiepine-4-carboxylic acid (150mg) and 1-hydroxy- 

25 benzotriazole (O.llg) in DMF (5ml) was added at room 
temperature 1 -ethyl- 3 - ( 3 -dimethylaminopropyl ) carbo- 
diimide hydrochloride (0.16g), and the mixture was stirred 
for 1 hour. To the mixture was added a solution of 4- 
[ N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] aniline 

30 (135mg) and triethylamine (0.11ml) in DMF (5ml), and the 
mixture was stirred for 18 hours. Under reduced pressure, 
the mixture was concentrated, and to the mixture was added 
water. The mixture was extracted with ethyl acetate, and 
the organic layer was washed with saturated brine and dried 

35 with magnesium sulfate. Under reduced pressure, the 

solvent was evaporated, and the residue was purified with 
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column chromatography (ethanol/ethyl acetate-1,2) to give 
yellow crystals of N-[ 4- [N-methyl-N- (tetrahydropyran-4- 
yl ) amlnomethyl ] phenyl ] - 7 - ( 4 -morpholinophenyl ) - 2 3 - 

dihydro-l-benzothiepine-4-carboxamide (Compound 285) 
5 (113. 9mg). 

m.p. 255-259 °C 

'H-NMR (200MHz. CDCljai. 63-1.84 (4H. ., , 2.21 (3H. s) 
2 55-2 76 (1H, m) . 3.02-3.10 (2H. m) . 3.19-3.46 (8H. mj , 
3-58 (2H, s). 3.85-3.93 (4H, m) . 3.98-4.10 (2H, m) . 6.99 
( H, d. J=9 .2 Hz). 7.32 (2H. d. J-8.4 Hz), 7.37-7.45 (2H 
m), 7.49-7.58 (6H. m). 7.67 (1H. br s) 

IR (KBr) 3288. 1653. 1606. 1522, 1232, 1U9. 928, 816 cm- 
Anal, calcd. for C 34 H„N 3 O 3 S-0.5H 2 O 
Calcd. C, 70.56 ; H, 6.97 ; N. 7.26. 
15 Found. G. 70.43 ; H. 6.83 .- N, 7.22. 

Working Example 286 (Production of Compound 286) 

To a solution of 7- ( 3 , 4-methylenedioxyphenyl) -2 , 3- 
drhydro-l-benzothiepine-4-carboxylic acid (l50mg) in THF 
(lOml) was added at room temperature oxalyl chloride 
(0.08ml) and a drop of DMF, and the mixture was stirred for 
1 hour . Under reduced pressure . the solvent was evaporated 
and the residue was dissolved in THF (20ml) . To the mixture 
were added at 0C 4- [N-methyl-N- (tetrahydropyran-4- 
yl)aminomethyl]aniline (112mg) and triethylamine (0.13ml) 
and the mixture was stirred at room temperature for 18 hours ' 
The mixture was added to vigorously stirred water to stop 
the reaction and extracted with ethyl acetate. The organic 
layer was washed with saturated brine and dried with 
magnesium sulfate . Under reduced pressure , the mixture was 
concentrated, and the residue was purified with column 
chromatography (ethanol/ethyl acetate=l :3 ) and 
recrystallized from ethanol to give colorless crystals of 
7- ( 3 , 4-methylenedioxyphenyl ) -N- f 4- [N-methyl-N- ( tetra- 

hydropyran-4-yl)aminomethyl]phenyl]-2,3-dihydro-l- 
benzothiepine-4-carboxamide (Compound 286) (183. 2mg) 
m.p. 193-194 °C .ml 
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'H-NMR (200MHz, CDC1 3 ) 6 1 . 52-1 . 83 ( 4H , m) , 2.21 (3H. s), 
2.54-2.72 (1H, m) . 3.04-3.10 (2H, m) . 3.23-3.44 (4H. m) . 
3.57 (2H, s). 3.98-4.09 (2H. m) . 6.01 (2H, s), 6.88 (1H. 
d. J = 8.8 Hz) , 7.01-7.07 (2H. m) , 7.29-7.38 (4H, m) . 7.46-7.58 
(4H, m) . 7.68 (1H, br s) . 

IR (KBr ) 3334, 1647, 1506, 1475, 1408, 1313, 1232. 1041, 



818 cm" 1 



Anal. Calcd. for C n H 32 N 2 0 4 S 

Calcd. C. 70.43 ; H, 6.10 ; N, 5.30. 

10 Found. C, 70.28 ; H. 5.94 ; N, 5.14. 

Working Example 287 (Production of Compound 287) 

To a solution of 7- ( 4-ethoxyphenyl ) -2 , 3- dihydro- 1 - 
benzoxepine-4-carboxylic acid (200mg) in THF (10ml) were 
added at room temperature oxalyl chloride (0.11ml) and a 

15 drop of DMF, and the mixture was stirred for 1 hour. Under 
reduced pressure, the mixture was concentrated, and the 
residue was dissolved in THF (20ml). To the mixture was 
added a solution of added at 0°C 4- (N- ( 4 , 4 -ethylenedioxy- 
cyclohexyl)-N-methylaminomethyl] aniline (0.19g) and 

20 triethylamine (0.18ml) in THF (5ml), and the mixture was 
stirred at room temperature for 16 hours. To the mixture 
was added water, and the mixture was extracted with ethyl 
acetate. The organic layer was washed with saturated brine 
and dried with magnesium sulfate. Under reduced pressure, 

25 the solvent was evaporated, and the residue was purified 
with column chromatography (ethanol/ethyl acetate=l:3) and 
recrystallized from ethyl acetate/ diisopropylether ) to 
give colorless crystals of 7- ( 4-ethoxyphenyl) -N- [ 4- [N- 
( 4 , 4-ethylenedioxycyclohexyl) -N-methylaminomethyl] - 

3 0 phenyl ] - 2 , 3 - dihy dr o - 1 - ben zoxepine - 4 - carboxamide 
(Compound 287) (119. lmg). The mother liquor was 
concentrated to give crude product (91.5mg). 
m.p. 172-174 °C 

l H-NMR (200MHz, CDC1 3 ) 51.44 (3H, t, J = 7.0 Hz), 1.51-1.88 
35 (8H, m). 2.20 (3H. s). 2.44-2.64 (1H, m) , 3.08 (2H. t, J=4.6 
Hz), 3.56 (2H, s), 3.95 (4H, s). 4.08 (2H. q, J=7.0 Hz), 
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4-36 (2H, t. J=4.6 Hz), 6.96 (2H. d. J=9.0 Hz). 7.05 (1H 
d. J-8.4 Hz). 7.32 (2H. d. J= 8.4 Hz). 7.40-7.56 (8H. m) . 
IR (KBr) 3350. 1651. 1515. 1493. 1242. 1101. 922, 829. 802 
cm' 1 

> Anal. Calcd. for C 35 H 40 N 2 O s 

Calcd. C, 73.92 ; H. 7.09 ; N. 4.93. 
Found. C, 73.82 ; H. 7.01 ; N, 4.90. 
Working Example 288 (Production of Compound 288) 

To a solution of 7-(4-ethoxyphenyl)-N-[4-[N-(4 4- 
ethylenedioxycyclohexyl ) -N-methylaminomethyl ] phenyl ]' - 
2.3-dihydr 0 -l-benzoxe P ine-4-carboxamid e (151. 5mg) in THF 
(10ml) was added at room temperature 3N hydrochloric acid 
(2ml), and the mixture was stirred for 22 hours. To the 

SatUrat6d SOdium ^carbonate solution, 
and the mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated brine and dried with 
magnesium sulfate . Under reduced pressure , the mixture was 
concentrated to give colorless solid, which was 
recrystallized from ethyl acetate/diisopropylether to give 
colorless crystals of 7-(4-ethoxyphenyl)-N-[4-[N- 
methyl-N-(4-oxocyclohexyl) aminomethyl] phenyl] -2 3- 

dihydro-l-benzoxepine-4-carboxamide (Compound 288) 
(103.5mg). 

m.p. 146-148 °C 

l H-NMR (200MHz, CDd.Jtfl.44 (3H. t, J=7.0 Hz), 1.80-2 19 
(4H, m). 2.23 (3H, s), 2.29-2.59 (4H. m) . 2.83-2.98 (1H, 
■). 3.04-3.12 (2H. m). 3.61 (2H. s). 4.08 (2H. q. J=7.0Hz) 
4.34-4.39 (2H. m) . 6.96 (2H. d. J=8.8Hz). 7.05 (1H. d. J=8.4 
H2), 7.33 (2H. d. J=8.0 Hz), 7.41-7.57 (8H, m) 
IR (KBr) 3329, 1709, 1645. 1518, 1495, 1242, 825 cm- 
Anal. Calcd. for C 33 H 36 N 2 O 4 -0.25H 2 O 
Calcd. C, 74.91 ; H , 6.95 ; N, 5.29. 
Found. C, 74.68 ; H. 6.92 ; N, 5.28. 
Working Example 289 (Production of Compound 289) 

To a solution of 4-[i-(4-methylphenylsulfonyl) - 
piperidin-4-yl]-6,7-dihydro-5H-benzocycloheptene-8- 
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carboxylic acid (200mg) in THF (10ml) were added at room 
temperature oxalyl chloride (0.08ml) and a drop of DMF, and 
the mixture was stirred for 1 hour. Under reduced pressure, 
the mixture was concentrated, and the residue was dissolved 
5 in THF (20ml). To the mixture was added at 0°C a solution 
of 4 - [ N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] - 
aniline (114mg) and triethylamine (0.2ml) in THF (5ml), and 
the mixture was stirred at room temperature for 3 hours. 
To the mixture was added water, and the mixture was extracted 

10 with ethyl acetate. The organic layer was washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
residue was purified with column chromatography 
(ethanol /ethyl acetate=l:3) and recrystallized from 

15 ethanol to give colorless crystals of 4- [ 1- ( 4-methyl- 
phenylsulfonyl)piperidin-4-yl] -N-[4- [N-methyl-N- 
( tetrahydropyran- 4 -yl) aminomethyl] phenyl] -6 , 7-dihydro- 
5H-benzocycloheptene-8-carboxamide (Compound 289) 

( 203 . 5mg) . 

20 m.p. 175-176 °C 

1 H-NMR (200MHz, CDC1 3 ) 8 1 . 66 - 1 . 8 1 ( 4H , m ) , 1.83-1.92 (4H, m) , 
2.04-2.17 (2H, m), 2.21 (3H, s), 2.26-2.43 (3H, m) , 2.45 
(3H, S), 2.65-2.71 (2H, m) , 2.76-2.86 (2H, m) , 3.30-3.45 
(2H, m), 3.57 (2H, s), 3.87-4.10 (4H, m) , 6.97-7.13 (3H, 

25 m), 7.29-7.37 (5H, m) , 7.55 (2H, d, J=8.4 Hz), 7.58 ( 1H , 
s) , 7.68 (2H, d, J=8.2 Hz) . 

IR (KBr) 3346, 1647, 1518, 1344, 1159, 926, 725, 546 
cm" 1 

Anal. Calcd. for C 37 H 45 N 3 0,S 
30 Calcd. C, 70.78 ; H, 7.22 ; N, 6.69. 

Found. C, 70.71 ; H, 7.14 ; N, 6.46. 

Working Example 290 (Production of Compound 290) 
In THF (3.4ml) was dissolved 7- ( 5-methyl-2- 

thienyl ) - 2 , 3 -dihydro- 1 -benzoxepine- 4 -carboxylic acid 
35 (340mg), and to the mixture were added oxalyl chloride 

(0.198ml) and DMF (one drop) while stirring at room 
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temperature. The mixture was stirred at room temperature 
for 2 hours. Under reduced pressure, the solvent was 
removed, and the resulting residue was dissolved in THF 

5 r , r ) \ ^ miXtUrS add6d dr ° PWiSe to a s °^tion of 
- N-methyl-N-Ctetrahydropyran^-yDaminomethylJaniline 
(308mg) and triethylamine (0.473ml) in THF (5.1ml). under 
xce-cooling. and the mixture was stirred at room temperature 

111 T? 5 ' ^ miXtUre P ° Ured lnt ° Water ' -tracted 

10 wi\ h aC6tate ' WaSh6d With SatUratSd ***** -d dried 

with magnesium sulfate. Under reduced pressure the 
solvent was removed, and the resulting residue was purified 
with silica gel column chromatography (ethyl acetate/ 
ethanol=2/i) and recrystallized from hexane/ethyl acetate 

^ i -N- [ 4- [ N-methyl-N-(tetrahydropyran.4-yl )ami no- 
methyl] phenyl]- t -^-m-»4-K..i 

J ' w "'^"^-^-"'-^ny^-^.J-dihydro-l- 
benzoxepine-4-carboxamide (Compound 290) (20mg) 
m.p. 129-130'C 

jH-NMR (200MHZ.CDC1,) 5l.50-l.82 (4H. m).2.21 (3H. s).2.31 
(3H s,,2.65 (1H. .,. 3.08 (2H. t, J= 4.6Hz>. 3.37 (2H. dt. 
J-11.2, 3.2Hz), 3.58 (2H. s). 4.04 (2H, m, , 4 . 37 (2H. t. 
^6Hz). 6 . 92 (1 „, d . J=5>2H2K 7 Q4 

7-18-7.52 (7H. m), 7.51-7.56 (2H, m) 
IR (KBr) 

3294,1653.1597,1514.1498.1456.1406,1315,1248.733cm- 
Working Example 291 (Production of Compound 291) 

In THF (10ml) was dissolved 7- (3-thienyl) -2 3- 
dxhydro-l-benzoxepine-4-carboxylic acid (240mg),'and to 
the mixture were added oxalyl chloride (0.15ml) and DMF (one 
drop) while stirring at room temperature, and the mixture 
was sirred at room temperature for 1.5 hours. Under 
reduced pressure, the solvent was removed, and the resulting 
residue in THF (6ml) was added dropwise to a solution of 

- N-methyl- N - ( tetrahydropyran- 4-yl ) aminomethyl ] aniline 
(247mg) and triethylamine (0.35ml) in THF (lOml), under 
ace c 00ling , and tne mixture stirred ^ temperature 

for 14 hours. The mixture was poured into water, extracted 
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with ethyl acetate, washed with saturated brine and dried 
with magnesium sulfate. Under reduced pressure, the 
solvent was removed, and the resulting residue was purified 
with silica gel column chromatography (ethyl acetate/ 
5 ethanol=2/l) and recrystallized from hexane/ethyl acetate 
to give N- [ 4 - [N-methyl-N- ( tetrahydropyran- 4 -yl) amino- 
methy 1 ] phenyl ] - 7 - ( 3 - thienyl ) - 2 , 3 - dihydro- 1 -benzoxepine - 
4-carboxamide (Compound 291) (180mg). 
m.p. 194-195°C 

10 1 H-NMR ( 200MHz , CDClj ) <5 1 . 60 - 1 . 84 ( 4H , m) , 2 . 22 ( 3H , s ) , 2 . 69 
(1H, m) , 3.09 (2H, t, J=4.6Hz) , 3.36 (2H, dt, J-11.2, 2.6Hz) , 
3.60 (2H, s) , 4.04 (2H, m) , 4.34 (2H, t, J=4.6Hz) . 7.03 ( 1H . 
d, J=8.4Hz), 7.25-7.42 (7H, m) . 7.47 (1H. dd, J = 8.4, 2 . 2Hz ) , 
7.54 (1H. s), 7.58 (1H. s), 7.67 ( 1H . s) 

15 IR (KBr ) 

3306. 1645,1604,1514.1496.1456,1408,1321,1230,781cm- 1 

Anal. Calcd. for C 28 H 30 N 2 O 3 S 
Calcd. C.70.86; H,6.37; N,5.90. 
Found. C. 70.74; H,6.16; N,5.92 
20 Working Example 292 (Production of Compound 292) 
In THF 10ml was dissolved in 7- ( 4-methyl-2- 
thieny 1 ) - 2 , 3 -dihydro - 1 - benzoxepine- 4 - carboxylic acid 
(250mg), and to the mixture were added oxalyl chloride 
(0.145ml) and DMF (one drop) while stirring at room 
25 temperature , and the mixture was stirred at room temperature 
for 2 hours. Under reduced pressure, the solvent was 
removed, and the resulting residue in methylene chloride 
(10ml) was added dropwise to a solution of 4-[N-methyl- 
N-( tetrahydropyran- 4 -yl)aminomethyl] aniline (250mg) and 
30 triethylamine (0.35ml) inTHF(5ml), under ice-cooling, and 
the mixture was stirred at room temperature for 13 hours. 
The mixture was poured into water, extracted with ethyl 
acetate, washed with saturated brine and dried with 
magnesium sulfate. Under reduced pressure, the solvent was 
35 removed, and the resulting residue was purified with silica 
gel column chromatography (ethyl acetate/ethanol=2/l ) and 
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recrystallized from hexane/ethyl acetate to give N-U- 

7-(4-methyl- 2 -thienyl,-2.3-dihydro-l-ben 2 oxepine-4- 
carboxamide (Compound 292) (185mg). 
5 m.p. 147-I48t 

'H-NMR (200MHZ.CDC1,, H.60-1.80 (4H. .,. 2.21 (3H. s), 2.3! 
(3H ..) .2.64 (1H. m). 3.06 (2H. t. J-4.2H.) . 3.37 (2H, dt. 
, U ' 2 - 8HZK 3 - 5? (2H < S >' 4.04 (2H. .,. 4.33 (2H t 

io riH T\ 6-82 UH ' J=1 ' 2H2) ' 6 -" (1H ' d ' J =«-^>. -04 

10 (JH.d.J-1.2H,,.7.1 9 (lH..,. 7 . 41 . 7 . 57(5H ,. ) <7 . 67(1H> 
IMKBr, 3292. 1653. 1597. . 1514. 1456. 1406, 1315. 1246. 

Anal. Calcd. for C„H 3J NAS • 0 . 5H,0 
15 Calcd. C.69.99: H.6.68; N.5.63. 
Found. C.69.85; H.6.43; N.5.68. 

Working Example 293 (Production of Compound 293) 

In THF (5.0ml) W as dissolved 7-(4-fluorophenyl) - 
^^-dxhydro-l-benzoxepine^-carboxylicacid (137mg), and 

o osLTr were added dmf (one drop) and ° xai ^ 

0.085m!). The mixture was stirred at roQm temperature 
1 hour, and the solvent was removed under reduced pressure. 
The residue was dissolved in THF ( 5 . 0ml ) . and to the mixture 
was added a solution of 4- [ (N-methyl-N-tetrahydropyran- 
4-yl)aminomethyl]aniline (U7mg) and triethylamine 

0.135ml) in THF (5.0ml). The mixture was stirred at room 
temperature for 1 hour, and to the mixture was added water 

UTtn \ mlXtUre ^ 6XtraCted with e«tyl acetate ( 100ml 
and 50ml) . and the organic layer was dried with anhydrous 
magnesrum sulfate. The solvent was removed under reduced 
Pressure , and the residue was purified with silica gel column 
chromatography and recrystallized to give 7-(4-fluoro- 
phenyl,-N- [ 4- f (N-methyl-N-tetrahydropyran-4-yl ) amino- 
methylj-phenylj^^-dihydro-l-benzoxepine^-carboxamide 
(Compound 293) (149mg, 64%) as pale yellow needle crystals 
mp 177-178 ac. y iS - 



20 



25 



35 
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IR (KBr) 3351, 2938, 1649, 1632, 1595, 1518, 1491, 1412, 
1316, 1219, 829cm" 1 . 

1 H NMR (200MHz, CDC1 3 ) <5 1.69-1.77 (4H, m) , 2.21 (3H, s), 
2.60-2.70 (1H, m), 3.09 (2H, t, J=4.2Hz), 3.37 (2H, td, 
5 J-ll.l, 2.9Hz), 3.58 ( 2H , s), 4.04 (2H, d, J=10.6Hz), 4.37 
(2H, t, J=4.7Hz), 7.04-7.16 (3H, m) , 7.29-7.56 (8H, m) . 
Anal. Calcd. for C 30 H 3l FN 2 O 3 ; C, 74.05, H, 6.42, N, 5.76. 

Found ; C, 73.90, H, 6.35, N, 5.53. 

Working Example 294 (Production of Compound 294) 

10 To a suspension of 6 - ( 4 -methylphenyl ) - 2H- 

thiochromene-3-carboxylic acid (0.36 g, 1.28 mmol) in 
dichloromethane (5 ml) were added at 0°C oxalate chloride 
(0.33 ml, 3.84 mmol) and N , N-dimethylf ormamide (one drop), 
and the mixture was stirred at room temperature for 1 hour. 

15 The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran (3 ml). To the mixture was added 
dropwise a solution of aniline (0.31 g, 1.41 mmol) and 
triethylamine (0.54 ml, 3.84 mmol) in tetrahydrofuran (2 
ml) , and the mixture was stirred for 3 hours . To the mixture 

20 was added water, and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated brine 
and dried with magnesium sulfate. The solvent was 
evaporated, and the resulting powder was washed with hexane 
to give 6- ( 4 -methylphenyl ) -N- ( 4- ( (N-methyl-N- tetra- 

25 hydropyran-4-yl)amino) -methyl ) phenyl- 2H-thiochromene- 3- 
carboxamide (Compound 294) (0.45 g, 72%) as pale yellow 
powder . 
m.p. 200°C. 

1 H-NMR (DMSO-d 6 ) 5: 7.32-7.36 ( 3H , m) , 7.21-7.28 (4H, m) , 
30 7.07 (1H, d, J = 8.2), 6.92-6.99 (4H, m) , 3.50-3.66 ( 2H , m) , 

3.48 (2H, s), 3.20 (2H, s) , 2.86-3.00 (2H, m) , 2.20-2.37 

(1H, m), 2.03 (3H, s) , 1.78 (3H, s), 1.08-1.46 (4H, m) . 

Anal. Calcd for C 30 H 32 N 2 O 2 S • 0 . 25H 2 0 : 

C; 73.66, H; 6.70, N; 5.73. 
35 Found : C; 73.84, H; 6.60, N; 5.84. 

Working Example 29 5 (Production of Compound 29 5) 
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To a suspension of 6- ( 4-methylphenyl) -2H- 
thiochromene-3-carboxylic acid (226 mg, 0 .785 mmol) in 
tetrahydrofuran (7 ml) were added oxalyl chloride (0.21 ml 
5 nUn0l) N ' N - dlmet ^^amide (one drop), and the 

mixture was stirred at room temperature for 1 hour. Under 
reduced pressure, the solvent was evaporated, and the 
residue was dissolved in tetrahydrofuran (5ml). To the 
mature was added dropwise a solution of (E) -4- ( (N- ( 4- 

io r 8 Tr^ ohem) " N " methyi, ^ inomethyi)aniii - ^ 2mg . 

0 864 mmol) and triethylamine (0.33 ml, 2.35 mmol, in 
tetrahydrofuran (2 ml), and the mixture was stirred for 15 
hours to the mixture was added water> ^ 

tura Id I ethYl aCetate - eXt " Ct W3S ^ -th 

15 sol" t ma9n6SiUm Th6 

13 solvent was evar><->r-ai- Q ^ ^ <. v . .. 

sill™ , L " e iesiaue was Purified with 

silica gel column chromatography (ethyl acetate : ethanol 
(2:1) to give (E)-N-(4-((N-(4-hydroxycyclohexyl)-N- 
methyDamino) methyl) phenyl- 6- ( 4-methylphenyl) -2H- 
thiochromene-3-carboxamide (Compound 295) (160 mg, 41%) 
*0 which was recrystalli 2 ed from ethyl acetate/hexane to giv 
yellow crystals, 
m.p. 149°C 

;h-^ (cdci 3 ) 7 . 73 (1H , brs) , 7 . 42 . 7 . 58 ^ 

7 .22 -7.38 (5H. m) , 3.81 (2H, d, J=0 .8), 3.59 (2H, s), 

3H s), 1.86-2.20 (4H, m) , 1. 23 -1.57 (4H, m) . 
Anal, calcd for 0,^0,5-1.25^0: 

C; 71.44, H; 7.06, N; 5.37. 
Found: C; 71.12, H; 6.53. N;5.51. 

> Working Example 296 (Production of Compound 296) 
To a suspension of 6- (4-methylphenyl )-2H- 
thxochromene-3-carboxylic acid (204 mg. 0.708 mmol) in 

tetrahydrofuran (6 ml, were added oxalyl chloride (0.19 ml) 
ana N N i hylf ormamide ^ ^ J ture ^ 

stirred at room temperature for 1 hour. Under reduced 
Pressure, the solvent was evaporated, and the residue was 
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dissolved in tetrahydrof uran (5 ml). To the mixture was 
added dropwise a solution of 4- ( (N- ( 2-methoxy-ethyl ) -N- 
methyDaminomethyl) aniline (153 mg. 0.802 mmol) and 
triethylamine (0.30 ml) in tetrahydrof uran (2 ml), and the 
5 mixture was stirred for 15 hours. To the mixture was added 
water, and the mixture was extracted with ethyl acetate. 

The extract was washed with saturated brine and dried with 
magnesium sulfate. The solvent was evaporated, and the 
residue was purified with silica gel column chromatography 
10 (ethyl acetate tethanol (2:1)] to give N-(4-(N-(4- 
methoxyethyl) -N -methyl )aminomethyl) -phenyl- 6- ( 4- 
methy lpheny 1 ) - 2H - thiochr omene - 3 - carboxamide ( Compound 
296) (170 mg, 52%). which was recrystallized from ethyl 
acetate/hexane to give yellow crystals. 
15 m.p. lOlti 

1 H-NMR (CDC1 3 ) (5: 7.67 ( 1H , br S ) , 7.41-7.57 (6H, m) . 
7.20-7.38 (5H, m) , 3.82 (2H, t, J=0.8), 3.56 (2H, s), 3.53 
(2H. t. J=5.8), 3.35 (3H, s). 2.61 (2H, t. J=5.8). 2.40 ( 3H . 
S), 2.28 (3H, S). 
20 Anal. Calcd f or C 28 H 30 N 2 O 2 S • 0 . 25H.O : 

C; 72.62, H; 6.64. N; 6.05. 
Found: C; 72.43, H; 6.39, N; 6.36. 

Working Example 297 (Production of Compound 297) 

To a suspension of 7- ( 4-methylphenyl) - 2 , 3-dihydro- 
25 l-benzothiepine-4-carboxylic acid (292 mg, 0.987 mmol) in 
tetrahydrof uran (10 ml) were added at 0°C oxalyl chloride 
(0.26 ml) and N,N-dimethylformamide (one drop), and the 
mixture was stirred at room temperature for 1.5 hours. The 
solvent was evaporated, and the residue was dissolved in 
30 tetrahydrof uran (8 ml) . To the residue was added dropwise 
a solution of 4- ( (N- ( 3-ethoxycarbonylethyl ) -N -methyl) - 
aminomethyl) aniline (233 mg, 0.987 mmol) and triethylamine 
(0.42 ml) in tetrahydrof uran (2 ml) at 0°C , and the mixture 
was stirred at room temperature for 17 hours . To the mixture 
35 was added water, and the mixture was extracted with ethyl 
acetate. The extract was washed with saturated brine and 
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dried with magnesium sulfate. The solvent was evaporated, 
and the residue was purified with silica gel column 
chromatography [ethyl acetate] to give N-(4-(N-(3-ethoxv- 

5 ^ e ^)-2 f 3-dihydro-l- b en 2 othiepine-4-carboxamide 

(Compound 297) (408 mg, 80%), which was recrys tallied from 
acetone/ethanol to give colorless crystals 
m.p. 124°C. 

» «t ^ 4 •; , - 4 - u,2h ' 9 ' j - 7 - 4, - 3 - 48(2h ->^-" 

51 , V„ , ' 3 '° 5 ' 2H ' J " 5 ' 4K 2 - 7i < 2H ' *■ '-••a>. 

t ^"', '- 2 ' 39 (3H - s '- 2 l5 «». -1.1.25, a. 

Anal. Calcd for WAS: c . „ m _ ^ 6 66 ^ s m 

Found" ^ * 

Working Example 298 (Production of Compound 298, 

1 b* h a . SUSPenSl ° n ° f 7 -( 4 -^thylphenyl)- 2 ,3-dihydro- 

tetrl Z TT ne " 4 " CarbOXyllC aCid (222 °- 750 —I) m 
20 ^ r ~ U ^^^>-^edatO^ oxalyl chloride (0.26 
ml 2 97 nunol) and N,N-dimethylformamide (one drop), and 
the mixture was stirred *t- <. 

The S oi v , St±rred at room temperature for 2 hours. 

The solvent was evaporated, and the residue was dissolved 
in tetrahydrofuran (5 ml). To the residue was added 
25 ZTT" 3 SOlUti ° n ° f anillne (149 -ol) and 

miTat o'r" (0-31 2 - 25 in tetrahydrofuran (2 

ml) t OC, and the mixture was stirred ^ roQm temperature 

for 3 days . To the mixture was added water, and the mixture 
waex t ted with ethyl acetate. The extract was washed 
with saturated brine and dried with magnesium sulfate. The 
30 solvent was evaporated, and the residue was purified with 
silica gel column chromatography [ethyl acetate methanol: 

ethvaTr (5:1: °- 6)1 t0 ^ N -«-("-(2-hydroxy- 
ethyl -N-™ethyl)a^no m ethyl, phen y 1 - 7 . (4 . methylphenyl) „ 

35 »j; ^Tt;;: benzothiepine " 4 - carb — <~ »•> 

m.p. 138°C. 
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l H-NMR (CDCI3) 6: 7.74 (1H, br s), 7.40-7.59 (7H, m) , 
7.23-7.32 (4H, m) , 3.64 (2H, t , J=5.2), 3.58 (2H, s), 3.28 
(2H, t f J=5.6), 3.07 (2H, t , J=5.6), 2.62 (2H, t , J=5.2). 
Anal. Calcd for C 31 H 34 N 2 0 3 S: C; 72.34, H; 6.66, N; 5.44. 

5 Found: C; 72.32, H; 6.43, N; 5.45. 

Working Example 299 (Production of Compound 299) 

To a suspension of 6 -( 4-methylphenyl )- 2 -pyridine - 
acrylic acid (160mg, 0.67mmol) in DMF (5ml) were added at 
0°C l-hydroxybenzotriazole (99mg, 0.73mmol), 4-[N-methyl- 
10 N- ( 4- tetrahydropyranyl )aminomethyl] aniline ( 162mg, 0.74 
mmol ) , 1 - ethyl - 3 - ( 3 - dimethylaminopropy 1 ) carbodiimide 
hydrochloride (192mg, l.OOmmol), triethylamine (0.28ml, 
2.01mmol) and 4 -dimethylaminopyridine (lOmg) in this order, 
and the mixture was stirred at room temperature for 17 hours. 
15 The mixture was concentrated under reduced pressure, and 
to the residue was added ethyl acetate (40ml) . The mixture 
was washed with water (5ml, 3mlX2), saturated sodium 
bicarbonate solution (3mlX3) and saturated brine (3ml) in 
this order. The organic layer was dried with anhydrous 
20 sodium sulfate and concentrated under reduced pressure, and 
the residue was purified with column chromatography (silica 
gel 15g, ethyl acetate/methanol-9/1 ) . The desired fraction 
was concentrated under reduced pressure to give N-[4- 
[N-methyl-N- ( 4 - tetrahydropyranyl ) aminomethyl ] phenyl ] - 6 - 
25 (4-methylphenyl) -2-pyridineacrylamide (Compound 299) 
(259mg, 0.59mmol, 88%). 

IR (KBr): 1667, 1634, 1601, 1537, 1514 cm" 1 . 
1 H-NMR ( CDCI3 ) d : 1.55-1.85 (4H, m) , 2.21 (3H, s) , 2.43 (3H, 
s), 2.55-2.75 (1H, m) , 3.30-3.45 (2H, m) , 3.58 (2H, s), 
30 3.95-4.10 (2H, m) , 7.20-7.50 ( 5H , m) , 7.45-7.85 (6H, m) , 
7.98 (2H, d, J=8.2Hz). 

Working Example 300 (Production of Compound 300) 
In DMF (5ml) was dissolved 7- ( 3 , 4-methylene- 
dioxypheny 1 ) - 2 , 3 - dihydro - 1 - benzoxepine - 4 - carboxylic 
35 acid, and to the mixture were added l-hydroxybenzotriazole 
(67mg, O.SOmmol), 4- [N-methyl-N- ( 4- tetrahydropyranyl) - 
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aminomethyl J aniline (109mg, 0.49mmol). l-ethyl-3-(3 
dimethylan.inopropyD-carbodiimi.e hydrochloride (13 0mg 
0.68mmol), triethylamine (0.189ml, 1.36mmol, and 4- ' 
dimethyleuninopyridine (3»g). The mixture was stirred at 
room temperature for 18 hours and concentrated under reduced 
pressure. To the residue was added ethyl acetate (60m) . and 
the mixture was washed with water ( 5mlX 3 ) . saturated sodium 
bxcaroonate solution (3mlX 3) and saturated brine (5ml) in 

10 Z ° r9aniC laySr dri6d With -hydrous 

10 sodium sulfate and concentrated under reduced pressure. 

Z lSa W±th COlUmn Chromatography (silica 

gel 15g. ethyl acetate). The desired fraction was 

IIZ^T PreSSUre< t0 thS " Sid - - 

15 and tH ° etate " InS ° 1Uble matSrialS — filtered ' 

15 and the insoluble mate.ri*i<* ».-u— .. 

anri a-r^x , ""°" cu wxUl ^nyi acetate 

and dried under reduced pressure to give 7-(3 4 

methylenedioxyphenyl, -N- ( 4- [N-methyl-N- ( 4-tetrahydro- 
^ r ^>-inomethyl]pneny^ 

4-carboxamide (Compound 300) (I87mg, o.36mmol, 81%) 

20 IR (KBr) : 1653. 1597. 1514 cm" 1 . 

1 H-NMR (CDC1,) 6 • 1 5<5-i oc i *v x , 

V 1.55 1.85 (4H. m), 2.21 (3H, s). 2.55-2.80 

UH, m). 3.00-3.15 (2H. m) . 3.30-3.45 (2H, n , . 3 .58 (2H 

25 i J' 8 - 6H2) ' 6 - 95 - 7 - 1 ° (3H. m). 7.20-7.65 (7H, m) 
25 Working Example 301 (Production of Compound 301) 

in DMF (6ml) was dissolved 7-morpholino-2 . 3-dihydro- 
l-benzoxepine-4-carboxylic acid (200mg. o.73mmol). and to 
the mixture were added at O^C 1-hydroxybenzotriazole 
(108mg. O.SOamol). 4- [N-methyl-N- ( 4-tetrahydropyranyl) - 
30 ammomethyljaniline (176mg. O.SOmmol). l-ethyl-3-(3 
dimethylaminopropyl)carbodiimide hydrochloride ( 209mg 
1.09mmol). triethylamine (0. 304ml. 2 .i8mmol, and 4- 
dimethylaminopyridine (3mg). The mixture was stlrre(J 
room temperature for 13 hours and concentrated under reduced 
pressure. To the residue was added ethyl acetate (40ml) 
and the mixture was washed with water (5mlX 3) . saturated 
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sodium bicarbonate solution (5mlX3) and saturated brine 
(5ml) in this order. The organic layer was dried with 
anhydrous sodium sulfate and concentrated under reduced 
pressure. The residue was purified with column 
5 chromatography (silica gel 15g, ethyl acetate/methanol=l/0 
-+9/1 ) . The desired fraction was concentrated under reduced 
pressure, and to the residue was added diethylether . 
Insoluble materials were filtered, and the insoluble 
materials were washed with diethylether and dried under 
10 reduced pressure to give N- [ 4- [N-methyl-N- ( 4- tetra- 
hydropyrany 1 ) aminome thy 1 ] phenyl ] - 7 -morpholino -2,3- 
dihydro-l-benzoxepine-4-carboxamide (Compound 301) 
(248mg, 0.52mmol, 71%). 
IR (KBr) : 1655, 1597, 1507 cm" 1 . 
15 1 H-NMR (CDC1 3 )<5: 1.5-1.85 (4H, m) , 2.21 (3H, s), 2.55-2.75 
(1H, m), 3.0-3.15 (6H, m) , 3.3-3.45 (2H, m) , 3.57 (2H, s), 
3.8-3.9 (4H, m), 3.95-4.1 (2H, m) , 4.29 (2H, t, J=4.7Hz), 
6.8-7.0 (3H, m) , 7.15-7.35 (3H, m) , 7.5-7.6 
(2H+lH(amide-H) , m) . 
20 Working Example 302 (Production of Compound 302) 

In DMF (6ml) was dissolved 7- ( 4-methylphenyl) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (140mg, 0.50 
mmol), and to the mixture were added at 0°C 1 -hydroxy - 
benzotriazole (74mg, 0.55mmol), 4 - [ N - ( 2 - py r imidiny 1 ) - 
25 aminomethyl] aniline (lOOmg, 0.50mmol) and l-ethyl-3- ( 3- 
dimethylaminopropyl)-carbodiimide hydrochloride (144mg, 
0.75mmol) . The mixture was stirred at room temperature for 
22 hours and concentrated under reduced pressure. To the 
residue was added ethyl acetate (40ml) , and the mixture was 
30 washed with water (5ml), saturated sodium bicarbonate 

solution (5mlX3) and saturated brine (5ml) in this order. 
The organic layer was dried with anhydrous sodium sulfate 
and concentrated to about 3ml under reduced pressure. 
Precipitated insoluble materials were filtered and the 
35 insoluble materials were washed with ethyl acetate and dried 
under reduced pressure to give N- [ 4- [N- ( 2 -pyr imidiny 1) - 
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^ ino «"ethyl]phenyl ] -7-(4.meth y ip h en y i)- 2 .3.dihydro-l. 
benzoxepine-4-carboxamide (Compound 302 ) ( 129mg . 0m2Bmolt 

IR ( KBr ) : 1647, 1591, 1518 cnf 1 

5 lTJT.:y l - 2 - 34 <3H - si ■ 2 - 9 - 3 -° 5 <»■ ->• *•>-«•* 

<2H, d, J-4.8H2). 9.91 (1H. s). 

Working Example 303 (Production o£ Compound 303) 

„•„ „ T ° ' mlXtUre ° f ' 7 - (J — tt ^-W-t.tr«ol.s.rl)-2 3- 
^ro-l-oenzoxepine-^carboxylic ^ T J' 1 

anllrne 0.73-nol). 1-hydroxybenzotriazole <98m 

0 73-*, ana DMF ,10ml, «r. added at 0* 1- [3- (dimethyl 

: 9 Bm0l) ^ tri.tlvl«ia. (0.276ml. 1.98mmol), and the 
«* ure was stirred at room temperature for 24 hours. The 
2sT C ° nCentrated Und - P-ssure, and to the 

20 T ^ addSd Sthyl aCState (40ml >' ^e mixture was 

20 washed with saturated sodium bicarbonate solution (5mlX 
3) and saturated brine (5ml) in this order. The organic 
layer was dried with anhydrous sodium sulfate and 
cone ent rated .under reduced pressure, and the residue was 
purged wxth column chromatography (silica gel 15g ethyl 
25 acetate). The desired fraction was concentrated under 
reduced pressure , and to the residue was added ethyl acetate . 

insoluble materials were filtered, and the insoluble 
mat er ls were washed w±th acetate ^ ^ 

30 " PrSSSUre ^ ^ 7 - (2 - met ^-lH-tetrazol-5-yl)- 

30 N-I4- N-th y l-N-(tetrahydropyran-4-yl )aminomethyl] ! 

Phenyl] - 2 . 3-dihydro-l-ben 2 oxepine-4-carboxamide 
(Compound 303) (217mg, 0.46 mmol. 69%) 

IR (KBr): 1647, 1628. 1611, 1595, 1 522 cm- 
H-NMR (DMSO-d<)<5- 1 35-1 « (ah 
5 M« »i -> a 1-35-1.8 ( 4H , m), 2.10 (3H, s), 2.4-2.7 

5 (1H, m). 2.9-3.1 (2H, m) . 3.15-3.4 (2H. m) 3 52 (2H .1 
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d, J=8.4Hz), 7.26 (2H, d, J=8 . 4Hz ) , 7.40 ( 1H , s), 7.66 ( 2H , 
d, J=8.4Hz). 7.92 (1H, dd, J=1.9, 8.4Hz), 8.19 ( 1H , d, 
J=1.9Hz). 

Working Example 304 (Production of Compound 304) 
5 To a mixture of 7- ( 1-methyl- 1H- tetrazol-5-yl ) -2 , 3- 

dihydro-l-benzoxepine-4-carboxylic acid (69mg, 0.25mmol), 
4 - [N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] aniline 
(61mg, 0.28mmol), 1 -hydroxybenzotriazole (38mg, 0.28mmol) 
and DMF (4ml) were added at 0°C 1- [ 3- (dimethylamino) - 

10 propyl] -3-ethylcarbodiimide hydrochloride (97mg, 

0.51mmol) and triethylamine (0.106ml, 0.7 6mmol), and the 
mixture was stirred at room temperature for 2 days. The 
mixture was concentrated under reduced pressure, and to the 
residue was added ethyl acetate. The mixture was washed 

15 with saturated sodium bicarbonate solution. The organic 
layer was dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The residue was 
purified with column chromatography (silica gel lOg, ethyl 
acetate). The desired fraction was concentrated under 

20 reduced pressure , and to the residue was added ethyl acetate . 
Insoluble materials were filtered and the insoluble 
materials were washed with ethyl acetate and dried under 
reduced pressure to give 7- ( l-methyl-lH-tetrazol-5-yl) - 
N- [ 4 - [N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] - 

2 5 phenyl ] - 2 , 3 -dihydro- 1 -benzoxepine - 4 -carboxamide 
(Compound 304) (84mg, 0.18mmol, 70%). 
IR (KBr) : 1649, 1630, 1597, 1518 cm' 1 . 

'H-NMR (DMSO-d 6 )<5: 1.35-1.8 (4H, m) , 2.10 (3H, s), 2.45- 
2.7 (1H, m), 2.95-3.1 (2H, m) , 3.15-3.4 (2H, m) , 3.51 ( 2H , 
30 s), 3.8-4.0 (2H, m) , 4.20 ( 3H , s), 4.3-4.45 ( 2H , m) , 7.22 
(1H, d, J=8.4Hz), 7.26 (2H, d, J=8.6Hz), 7.35 (1H, s), 7.64 
(2H, d, J=8.6Hz), 7.76 (1H, dd, J=2.2, 8.4Hz), 7.99 (1H, 
d, J=2.2Hz). 

Working Example 305 (Production of Compound 305) 
35 In DMF (12.0ml) was dissolved l-methyl-7- ( 4-methyl- 

phenyl) -2, 3-dihydro-l-benzoazepine-4-carboxylic acid 
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hydrochloride (386 mg , . and to the mixture was added thionyl 
chloride (0.26ml). The mixture was stirred at room 
temperature for 30 minutes, and the solvent was evaporated 
under reduced pressure. The residue was dissolved in 
5 d 1C hloromethane (lo.Oml). Thus prepared acid chloride 
solution was added dropwise at o'C to a solution of 4- 

[tN-methyl-N-(tetrahydrop y ran-4- y i)a.ino]methyl ] aniline 
310mg and triethylamine (0.82ml) in dichloromethane 
(4.0ml, . The mixture was stirred at 0*C for 10 minutes and 
then at room temperature for 22 hours. To the mixture was 
added water (100ml), and the mixture was extracted with 
dzchloromethane (100ml; twice,. The organic layer was 
drxed with anhydrous magnesium sulfate, and the solvent was 
evaporated under reduced pressure. The residue was 

purified with silica gel colm™ -k^ ^ ... 

. fcW ~~ «».«uwyxay„y ( , 0 g, ethyl 

aceta e:ethanol=9:l) and recrystallized from ethanol to 
gxve l-methyl-7-(4-methylphenyl)- N - [ 4- [ [N-methyl-N- 

tetrahydropyran^-yDaminoJmethylJpheny^^.S-dihydro- 
ra "m-: 8 Z "r" 4 " CarbOXamide (C ~ 30 ^ 43 % ). 

l H NMR (200MHz. CDC1,) 6 1 6 4 -i 7fi . „ 

1-76 (4H. m), 2.21 (3H, s). 
2.38 (3H. s). 2.66 (1H seDtPi- t s , 

septet, J=5.3Hz), 2.96 (2H t 

ITT.!' 3,09 (3H ' 3 - 3 °" 3 - 43 (2H + 2H ' (2H. 

), 4 01-4.06 (2H. m), 6.88 (1H, d, J= 8.6Hz). 7.23 (2H. d. 

= ;° Z * 7 ' 3 ° (2H ' d ' J=8 - 4H2 ^ (1H. s), 7.461 (2H. 

J-e llTl' 7 ' 466 ^ J=8 - 3 ' 2 -^)^-"5 (2H. d. 

J-8.4HZ). 7.539 (1H, d. J=2.6Hz), 7.58 (1H. s). 

« (*) 3337, 2949. 2851. 1653. 1516. 1501. 1341, 1304, 
1238, 818, 521 cm" 1 . 

30 Anal. Calcd. for C 32 H 2 ,N 3 0 2 : c.77.54; H,7.5 2; N,8.48. 

„ w F ° Und: C,77.51; H,7.43; N,8.44. 

Workang Example 306 (Production of Compound 306) 

In water: ethanol: toluene (l:l:i 0 , 18. 0ml) were 
dissolved 4-ethoxyphenyl borate (252mg) and 7-bromo-l- 
methyi -N ^-t4- [ [N-methyl- N - (te trahydropyran-4-yl)amino 3 - 
methyDphenylJ^^-dihydro-l-benzoazepine^-carboxamide 



25 



35 



9NSDOCID: <WO__993246aM J_> 



WO 99/32468 



419 



PCT/JP98/05707 



(613mg), and to the mixture was added potassium carbonate 
( 420mg) . The mixture was stirred under argon atmosphere for 
30 minutes, and to the mixture was added tetrakis- 
triphenylphosphine palladium (59mg). Under argon 
5 atmosphere, the mixture was refluxed for 17 hours. The 
mixture was diluted with ethyl acetate (200ml) and washed 
with water (50ml) and saturated brine (50ml). The organic 
layer was dried with anhydrous magnesium sulfate, and the 
solvent was evaporated under reduced pressure. The residue 

10 was purified with silica gel column chromatography (75g, 
ethyl acetate :ethanol=9 : 1) and recrystallized from ethanol 
to give 7- ( 4-ethoxyphenyl ) -1-methyl-N- [ 4- [ [N-methyl-N- 
( tetrahydropyran- 4 -yl) amino] methyl] phenyl] -2 , 3-dihydro- 
l-benzoazepine-4-carboxamide ( Compound 306 ) (230mg, 35%). 

15 mp 150.5-152QC. 

X H NMR (200MHz, CDC1 3 ) 6 1.44 (3H, t, J=7.0Hz), 1.64-1.77 
(4H, m), 2.21 (3H, s), 2.57-2.72 (1H, m) , 2.96 (2H, t, 
J=4.5Hz), 3.08 (3H, s), 3.31-3.43 ( 2H + 2H, m) , 3.57 ( 2H , 
s), 4.01-4.09 (2H, m), 4.07 (2H, q, J=7.0Hz), 6.88 (1H, d, 

20 J=8.4Hz), 6.95 (2H, d, J=8.8Hz), 7.30 (2H, d, J=8.6Hz), 
7.40-7.55 (1H + 1H + 1H + 1H, concealed under 7.45 and 7.53) , 
7.47 (2H, d, J=9.0Hz), 7.53 (2H, d, J=8.8Hz). 
IR (KBr) 3372, 2955, 2847, 1680, 1605, 1595, 1518, 1503, 
1314, 1240, 1194, 812 cm' 1 . 

25 Anal. Calcd. f or C 33 H 39 N 3 0 3 • 0 . 5H 2 0 : 0,74.13; H,7.54; N,7.86. 

Found: C, 74.34; H,7.31; N,7.96. 
Working Example 307 (Production of Compound 307) 

In water: ethanol: toluene (1:1:10, 18.0ml) were 
dissolved 4-ethylphenyl borate (227mg) and 7-bromo-l- 

30 methyl-N- [4- [ [N-methyl-N- ( tetrahydropyran -4 -yl ) aumino] - 
methyl] phenyl] -2, 3-dihydro-l-benzoazepine-4-carboxamide 
(611mg), and to the mixture was added potassium carbonate 
( 4 18mg ) . The mixture was stirred under argon atmosphere for 
30 minutes, and to the mixture was added tetrakis- 

35 triphenylphosphine palladium (59mg). Under argon 

atmosphere, the mixture was refluxed for 17 hours, and the 
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mixture was diluted with ethyl acetate (200ml) and washed 
with water (50ml) and saturated brine (50ml) . The organic 
layer was dried with anhydrous magnesium sulfate, and the 
solvent was evaporated under reduced pressure . The residue 
5 was purified with silica gel column chromatography (75g 
ethyl acetate : ethanol=9 : 1 ) and recrystallized from ethanol 
to give 7-(4-ethylphenyl ) -l- me thyl-N-[4-[ [ N-methyl.N. 
( tetrahydropyran-4 -yl ) amino Jmethyl ] phenyl ] - 2 . 3 - dihydro- 

l-benzoazepine-4-carboxamide (Compound 307) (252mg 39%) 
10 mp 164-165CC. 9 ' '' 

•HNMR (200MHz. CDC1J 6 1. 27 (3 „, t , j. 7 . 6Hz) . 1& 

«. m). 2 .21 (3H, s>, 2.54-2.70 (1„, m) , 2 . 69 {2H , 

J-7.7HZ), 2.96 (2H. t, J=4 . 7Hz ) , 3.09 (3H, . 3.29-3.43 

15 J 8 ' fiH i (2H ' 4 ' 01 - 4 - 06 (2H ' m) ' 6 - 89 <™> 

15 J-8.6H.). 7.26 (2H. d. J=8.4Hz), 7 . 30 (2H. d. J-8.8H.). 7.40 
(1H s) 7. 48 (1H< dd> J=8>6< 2 2Hz) ? 4g (2h> ^ ^ 

7-54 (2H, d, J=8.8Hz). 7.55 (1H, d, J=2.2Hz>, 1H was 
concealed under 7.40-7.56. 

20 !! a I KB l 3364 ' 2946 ' 2851 ' 1653 ' 1514 ' 1341 ' 1304 < 1"3. 
20 1188, 824, 575, 519 cm' 1 . 

Anal. Calcd. for C M H„N 3 0 2 : C . 77.76; H, 7.71; N, 8.24. 

„ „. F ° Und: C ' 77 - 8 l<- H, 7.64; N, 8.27. 

Workmg Example 308 (Production of Compound 308) 

In water: ethanol: toluene (1:1:10, 18.0ml) were 
dissolved 4-trifluorophenyl borate (190mg) and 7-bromo- 
1 -methyl-N- [ 4 - [ [ N-methyl-N- ( tetrahydropyran- 4 -yl ) - 

amino]methyl]phenyl]-2.3-dihydro-l-benzoazepine-4- 
carboxamide (403mg) , and to the mixture was added potassium 
carbonate (276mg). The mixture was stirred under argon 
atmosphere for 30 minutes, and to the mixture was added 
tetrakistriphenylphosphine palladium (39mg) . Under argon 
atmosphere, the mixture was refluxed for 17 hours, and the 
mixture was diluted with ethyl acetate (200ml) and washed 
with water (50ml) and saturated brine (50ml). The organic 
layer was dried with anhydrous magnesium sulfate, and the 
solvent was evaporated under reduced pressure . The residue 
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was purified with silica gel column chromatography (75g, 
ethyl acetate: ethanol=9:l) and recrystallized fromethanol 
to give 1-methyl-N- [ 4- [ [N-methyl-N- ( tetrahydropyran-4- 
yl ) amino ] -methyl ] phenyl ] - 7 - ( 4 - trif luoromethylphenyl ) - 
5 2 , 3-dihydro-l-benzoazepine-4-carboxamide (Compound 308) 
(177mg, 39%). 
mp 187. 5-188. 5QC. 

l H NMR (200MHz, CDC1 3 ) 5 1.69-1.77 (4H, m) , 2.21 (3H, s), 
2.57-2.72 (1H, m) , 2.98 (2H, t, J=4.6Hz), 3.12 (3H, s), 3.37 
10 (2H, td, J=11.2, 3.3Hz), 3.38 (2H, t, J=4.7Hz), 3.57 ( 2H , 
s), 4.01-4.06 <2H, m), 6.91 (1H, d, J=8.4Hz), 7.30 (2H, d, 
J=8.4Hz), 7.42 (1H, s), 7.49 (1H, dd, J=8.4, 2 . 2Hz ) , 7.54 
(2H, d, J=8.4Hz), 7.55 (1H, s), 7.58 (1H, d, J=2.2Hz), 7.66 
(4H, s). 

15 IR (KBr) 2949, 2847, 1651, 1603, 1516, 1325, 1163, 1115, 
1073, 847, 812cm- 1 . 

Anal. Calcd. for C 32 H 33 F 3 N 3 0 2 : C, 69.93; H, 6.24; N, 7.65. 

Found: C, 69.66; H, 6.20; N, 7.71. 

Working Example 309 (Production of Compound 309) 

20 In water :ethanol: toluene (1:1:10, 18.0ml) were 

dissolved 4- ( 4 -morpholino ) phenyl borate (208mg) and 7- 
bromo- 1-methyl-N- [4- [ [N-methyl-N- ( tetrahydropyran-4- 
yl ) amino ] methyl ] phenyl ] - 2 , 3 - dihydro - 1 - benzoazepine - 4 - 
carboxamide (406mg) , and to the mixture was added potassium 

25 carbonate (278mg). The mixture was stirred under argon 
atmosphere for 30 minutes, and to the mixture was added 
tetrakistriphenylphosphine palladium (39mg). Under argon 
atmosphere, the mixture was refluxed for 17 hours, and the 
mixture was diluted with ethyl acetate (200ml) and washed 

30 with water (50ml) and saturated brine (50ml). The organic 
layer was dried with anhydrous magnesium sulfate, and the 
solvent was evaporated under reduced pressure. The residue 
was purified with silica gel column chromatography (75g, 
ethyl acetate : ethanol=9 : 1) and recrystallized from ethanol 

35 to give 1-methyl-N- [ 4- [ [N-methyl-N- ( tetrahydro-pyran-4- 
yl ) amino ] methyl J phenyl ] - [ 4 - ( 4 -morpholino ) - phenyl ] - 2 , 3 - 
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dihydro-l-benzoazepine<4-carboxamide (Compound 309) 
(247mg, 52%). 

mp 209-211QC. 

'HNMR (200MHz. CDC1 3 ) d 1.64-1.77 (4H, m) . 2.21 (3H. s), 
5 2.57-2.75 (1H. m) , 2.96 (2H. t, J=5.2Hz), 3.09 (3H, s). 3.20 
(2H. t, J=4.8Hz), 3.18-3.22 (2H. m) . 3.33-3.43 (4H. m) , 3.58 
(2H. s), 3.89 (4H, t, J=4.8Hz), 4.01-4.06 (2H, m) , 6.88 (1H 
d. J=8.4Hz), 6.97 (2H, d, J=8.8Hz). 7.30 (2H. d, J=8.8Hz), 
7.41-7.56 (8H. m) . 
10 IR (KBr ) 2953, 2847, 1653, 1607, 1514, 1505, 1311. 1232 
1119, 926, 814, 735cm- 1 . 

Anal. Calcd. for C )5 H 42 N A : C, 74.18; H, 7.47; N. 9.89. 

Found: C, 74.17; H, 7.39; N, 9.98. 
Reference Example 187 

In 1,2-dlchloroethane (50ml) were suspended p-nit™- 
benzylaminehydrochloride (3.77g), 4H-tetrahydropyran-4- 
one (2g) and trlethylamine (2.8ml), and to the mixture was 
added, under ice-cooling, triacetoxy sodium boron hydride 
(5.92g). Under nitrogen atmosphere, the mixture was stirred 
at room temperature for 4 hours, and to the mixture were 
added, under ice-cooling, acetaldehyde (1.5ml) and 
triacetoxy sodium boron hydride (5.92g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature 
overnight . The solvent was evaporated, and the residue was 
neutralized with sodium hydroxide solution. The mixture 
was extracted with ethyl acetate. The organic layer was 
washed with water and saturated brine and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column (ethyl acetate/hexane) to give N-(4- 

nitrobenzyl)-N-(tetrahydropyran-4-yl)ethylamine (4.0g) as 
yellow oil. 

l H-NMR(<5pp m , CDCl,) 1.01 (3H, t, J=6.9Hz), 1.52-1.73 (4H 
m), 2.59 (2H. q, J=6.9Hz), 2.68-2.83 (1H, m) , 3.34 (2H, dt.' 
J=3.6, 11.2Hz), 3.73 (2H. s), 3.99-4.06 (2H, m) , 7.54 (2H. 
d, J=9.0Hz), 8.16 (2H, d, J=9.0Hz). 
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IR(neat) v : 2951, 2841, 1599, 1520cm" 1 . 
Reference Example 188 

In acetic acid (100ml) was dissolved N-(4-nitro- 
benzyl)-N-(tetrahydropyran-4-yl)ethylamine (4.0g), and to 
5 the mixture was added reduced iron ( 4 . 2g) . The mixture was 
stirred at room temperature overnight. The solvent was 
evaporated, and to the residue was added ethyl acetate . The 
precipitates were filtered off, and the filtrate was washed 
with sodium hydroxide solution, water and saturated brine, 
10 and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the residue was 
purified with silica gel column ( methanol/ triethylamine/ 
ethyl acetate) to give 4- (N-ethyl-N- ( tetrahydropyran-4- 
yl)aniinomethyl) aniline (2.3g) as red oil. 
15 X H-NMR( S ppm, CDC1 3 ) 1.00 ( 3H , t, J=7.1Hz). 1.52-1.70 (4H, 
m) , 2.54 (2H, q, J=7.1Hz) , 2.66-2.82 (1H, m) , 3.26-3.39 ( 2H , 
m), 3.52 (2H, s), 3.59 (2H, br) , 3.95-4.04 (2H, m) , 6.64 
(2H, d, J=8.5Hz), 7.12 ( 2H , d, J=8.5Hz). 
Reference Example 189 
20 In 1,2-dichloroethane (75ml) were suspended p-nitro- 

benzaldehyde (5g) and 2-amino-l , 3-propanediol (3.0g), and 
to the mixture was added, under ice -cooling, triacetoxy 
sodium boron hydride (9.8g). Under nitrogen atmosphere, 
the mixture was stirred at room temperature for 3.5 hours. 
25 To the mixture were added, under ice-cooling, 37% formalin 
(3ml) and triacetoxy sodium boron hydride (9.8g), and the 
mixture was stirred, under nitrogen atmosphere, at room 
temperature overnight. To the mixture was added water , and 
the mixture was concentrated. The residue was neutralized 
30 with sodium hydroxide solution, saturated with sodium 
hydrochloride and extracted with ethyl acetate. The 
organic layer was dried with anhydrous magnesium sulfate, 
and the solvent was evaporated under reduced pressure. The 
residue was purified with silica gel column (ethyl acetate) 
35 to give 2- (N-methyl-N- ( 4-nitro-benzyl ) amino ) - 1 , 3 - 
propanediol (3.0g) as pale yellow crystals. 
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mp 65-66°C. 

'H-NMKUpp.. CDC1,, 2.31 (3 „. „, 2 . 93 . 3 . 06 

ur:;^;;: 3 - 92 ' 2 "- 3 '- 

5 IR{KBr) V; 3349. 2942. 2884. 1520cm" 

C1C. £„ r w ,0„ c , 54 . 99; „ 6 , 1; (j, 11. 66. 

Found: C55.14; H.6.61- N 11 
Reference Example 190 

in ethanol (50ml) was dissolved 2-(N-methyl-N-(4- 
nitrobenzyljamino,-! .3 -propanediol (2. 9g ). and catalytic 
reduc tl0 was carried out with 5 % p a i ladium carbon (Q J 

at room temperature for 2 hours Th« Paf , . 

off ——j j.w , The catalyst was filtered 

ott, and the solvent of the filti-ai-» „ 

xtrate was evaporated. The 

residue was purified with cin„= •, 
15 tHPth *) • P / riIlea Wlth Slllc a gel column (methanol/ 
15 trxethylamine/ethyl acetate) to give 2-(N-(4 - 

= 1_ (0 6g) as pale yellow 

UH m TT,' CDCl3) 2,26 (3H ' S) ' 2 ' 37 (2H ' »-»l-2." 
20 d ;=a; 4 H Z ) 73 6 ' 65 (2H ' ^ — <»• 

IR(KBr) V ; 3347, 2942, 2880. 1615cm" 1 
Anal, calcd. for C u H 18 N 2 cy 0.1H 2 O: 

C.62.30; H,8.65; N,13.21. 
Found: C, 62.37; H,8.79; N,13.24. 
25 Reference Example 191 

In 1.2-dichloroethane (50ml) were suspended p-nitro- 

7 d T (59) ' SarC ° Sine meth ^ "t« hydrochloride 
aid trlethylamlne < 4 - 6ml >' -d to the mixture was 

jo r 8q) ' ^ ^ 1Ce - COOUn9 ' triaCeto ^ -dium horon hydride 
(9.8g) • Under nitrogen atmosphere, the mixture was stirred 
at room temperature for 4 hours. To the mixture was added 
water, and the mixture was concentrated, neutralized with 
; n yd T dS - —ted with ethyl acetate 

with , WaShSd Wlth WatSr and brine ' «d dried 

with anhydrous magnesium sulfate. Under reduced pressure 
the solvent was evaporated, and the residue was purified 
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with silica gel column (ethyl acetate/hexane ) to give 
N- ( 4 -nitrobenzyl ) sarcosine methyl ester (6.3g) as 
colorless oil. 

X H-NMR ( 6 ppm , CDC1 3 ) 2.39 (3H, m) , 3.33 (2H, s), 3.73 (3H, 
5 s), 3.80 (2H, s), 7.55 (2H, d, J=8.8Hz), 8.19 (2H, d, 
J=8.8Hz). 

IR(neat) v : 2951, 2847, 1748cm" 1 . 
Reference Example 192 

In acetic acid (100ml) was dissolved N-(4-nitro- 

10 benzyl) sarcosine methyl ester (5.96g), and to the mixture 
was added little by little reduced iron (7g) . The mixture 
was stirred at room temperature overnight. The solvent was 
evaporated, and to the residue was added ethyl acetate. The 
precipitates were filtered off, and the filtrate was washed 

15 with sodium hydroxide solution, water and saturated brine, 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated, and the resulting 
residue was purified with silica gel column chromatography 
(ethyl acetate/hexane) to give N- ( 4 -aminobenzyl ) sarcosine 

20 methyl ester (3.0g) as red oil. 

1 H-NMR( 6 ppm, CDC1 3 ) 2.36 (3H, m) , 3.22 (2H, s), 3.55 (2H, 
s), 3.65 (2H, br), 3.70 (3H, s), 6.65 (2H, d, J=8.6Hz), 7.11 
(2H, d, J=8.6Hz). 

IR(neat) v :3364, 2949, 1744cm' 1 . 

25 Reference Example 193 

In 1 , 2-dichloroe thane (50ml) were dissolved p-nitro- 
benzaldehyde (5g) and 3-methoxypropylamine (3.1g), and to 
the mixture was added, under ice-cooling, triacetoxy sodium 
boron hydride (9.8g). Under nitrogen atmosphere, the 

30 mixture was stirred at room temperature for 3 hours, and 
to the mixture were added, under ice-cooling, 37% formalin 
(3ml) and triacetoxy sodium boron hydride (9.8g). Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature for 3 hours, and to the mixture was added water. 

35 The mixture was concentrated, neutralized with sodium 

hydroxide solution and extracted with ethyl acetate. The 
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organic layer was washed with water and subjected to back 
extraction with IN hydrochloric acid. The aqueous layer was 
washed with ethyl acetate, neutralized with IN sodium 
hydroxide solution and extracted with ethyl acetate. The 
5 organic layer was washed with water and saturated brine 
and dried with anhydrous magnesium sulfate. Under reduced 
pressure, the solvent was evaporated to give N- ( 3-methoxy- 
propyl,-N-methyl-4-nitroben 2 ylamine (5.6g) as yellow oil. 
H-NMR(<5pp m , CDClj ) 1.72-1.85 (2H. m) . 2.20 (3H. s). 2.47 
10 (2H, t, J-7.3HZ). 3.33 (3H, s), 3.43 (2H, t, J=6.4Hz), 3.58 
(2H, s). 7.50 (2H. d, J=9.0Hz), 8.18 (2H, d, J=9.0Hz). 
IR(neat) u : 2805. 1605, 1520cm" 1 . 
Reference Example 194 

In acetic acid (70ml) was dissolved N- ( 3 -methoxy- 
propyl)- N -methyl-4-nitrobenzvlamin ft ^ .u- 

mature was added little by little reduced iron ( 6 . 4g) . The 
mixture was stirred at room temperature overnight. The 
solvent was evaporated, and to the residue was added ethyl 
acetate. The precipitates were filtered off. the filtrate 
was washed with sodium hydroxide solution, water and 
saturated brine, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated to give 4-( (N-3-methoxypropyl-N-methyl)amino- 
methyl) aniline (4.4g) as red oil. 

'H-NMR^ppm, CDClj ) 1.71-1.85 (2H, m). 2.16 (3H. s), 2.42 
(2H, t, J=7.4Hz), 3.32 (3H, s). 3.37 (2H, s), 3.41 (2H, t, 
J=6.6Hz), 3.61 (2H, br) . 6.64 (2H, d, J=8.4Hz), 7.08 (2H. 
d. J=8.4Hz). 

IR(neat) v : 2946. 2795. 1615cm' 1 . 
30 Reference Example 195 

In ethanol (50ml) was dissolved 7-(4-methylphenyl)- 
2.3.4.5-tetrahydro-l-benzoxepin-5-one (Ig). and to the 
mixture was added, under ice-cooling, sodium boron hydride 
(0.3g) . The mixture was stirred at room temperature for 30 
35 minutes, and to the mixture was added water. The mixture 
was concentrated and extracted with ethyl acetate. The 
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organic layer was washed with water and concentrated. The 
residue was dissolved in bis(2-methoxyethyl)ether (20ml) , 
and to the mixture was added hydrochloric acid (5ml) . The 
mixture was stirred at 7 5°C for 1 hour, poured into water 
5 and extracted with ethyl acetate. The organic layer was 
washed with water and saturated brine, and dried with 
anhydrous magnesium sulfate. The solvent was evaporated, 
and the precipitated 7- ( 4 -methylphenyl ) - 2 , 3-dihydro- 1 - 
benzoxepine (0.78g) was filtered with hexane to give 
10 colorless crystals, 
mp 98-100°C . 

l H-NMR( (5ppm, CDC1 3 ) 2.38 (3H, s), 2.65-2.74 (2H, m) , 4.27 
(2H, t, J=4.9Hz), 6.01 (1H, dt , J-11.7, 4 . 4Hz ) , 6.39 ( 1H , 
d, J=11.7Hz), 7.01 (1H, d, J = 8.0Hz), 7.23 (2H, d, J=8.2Hz), 
15 7.31-7.38 (2H, m) , 7.45 (2H, d, J=8.0Hz). 
IR(KBr) V: 3025, 1491cm -1 . 

Anal. Calcd. for C 17 H 16 0: C86.41; H,6.82. 

Found: C,86.17; H,6.61. 

Reference Example 19 6 

20 Under ice-cooling, to dimethylf ormamide (0.2ml) was 

added dropwise sulfuryl chloride (0.17ml) , and the mixture 
was stirred, under nitrogen atmosphere, at room temperature 
for 10 minutes. To the mixture was added 7-(4-methyl- 
phenyl) -2 , 3-dihydro-l-benzoxepine (0.3g), and the mixture 

25 was stirred, under nitrogen atmosphere, at 90°C for 3 hours . 
To the mixture was added ice-water, and the mixture was 
extracted with ethyl acetate. The organic layer was washed 
with water and saturated brine, and dried with anhydrous 
magnesium sulfate. The solvent was evaporated to give 

30 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - ben z oxepine - 4 - 

sulfonylchloride (0.36g) as pale yellow crystals, 
mp 162-166°C 

1 H-NMR( <5ppm, CDC1J 2.40 (3H, s) , 3.27 (2H, t, J = 4.7Hz) , 4.41 
(2H, t, J=4.7Hz), 7.11 (1H, d, J=9.6Hz), 7.26 (2H, d, 
35 J=8.2Hz), 7.44 (2H, d, J-8.2Hz), 7.57-7.62 ( 2H , m) , 7.70 
(1H, s). 
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IR(KBr) V, 3027, 1634, 1493cm" 1 . 

Anal. Calcd. for C l7 H l5 C10 3 S: C.60.98; H.4.52. 

Found: C.61.14; H.4.26. 
Reference Example 197 

5 Under argon atmosphere, a solution of ethyl (E)-3- 

(5-bro m othiophen-2-yl)acrylate (l.ODg) . 4-isopropylphenyl 
borate (o.86g, and potassium carbonate (l.i2g) in 
toluene/ethanol/water (40/4/4ml) was stirred at room 
temperature for 1 hour. To the mixture was added 
10 tetraxistriphenylphosphine palladium (0.14g), and the 

mixture was refluxed for 18 hours and then cooled to room 
temperature. The organic layer was washed with saturated 
brine and dried with magnesium sulfate. Under reduced 

15 IZZl' miXtUrS ^ C ° nCent "^< «* the residue was 
15 purified with column chromatoo~,nh„ f-+u„, 

1.9) to give pale yellow crystals of methyl (E)-3-[5- 

(4-isopropylphenyl,-thiophen-2-yl ] acrylate (0.83g) 
m.p. 117-119 C 9; 

*H-NMR ( 2 00MHz , CDCl^l.27 (6H, d, J-6.8 Hz , , 2.94-3.00 
1H, m , 3.80 (3H. s), 6.22 (1H, d, J=15 .8 Hz). 7.24-7.28 

( K B m r ; 17 \V (2H - d - J=7 - 8 H2) - 7 - 76 (ih ' *• j = 15 - 8 

IR KBr) 1718. 1622. 1436, 1306, 1230. 1203, 1165, 806 cm- 
Anal. Calcd. for C 17 H 18 0 2 S 

Calcd. C, 71.30 ; H, 6.33 ; S, U . 2 0. 

25 Found. C, 71.22 , H, 6.33 ; S . n. 23 . 
Reference Example 198 

To a solution of methyl (E) -3- [5- ( 4-isopropylphenyl ) - 
thiophen-2-yllacrylate (0.75mg) in THF/ethanol (10/10ml) 
was added at room temperature 2N sodium hydroxide solution 
(2.0ml), and the mixture was stirred for 20 hours. Under 
reduced pressure, the mixture was concentrated, and to the 
residue was added IN hydrochloric acid (10,1). The mixture 

ZJT a T with ethyl acetate ' and the or ^ ic **** — 

washed with saturated brine, dried with magnesium sulfate 
and concentrated. The resulting crystals were collected by 
filtration to give pale yellow crystals of (E)-3- [5-(4- 
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isopropylphenyl) thiophen- 2 -yl] acrylic acid (639. 7mg). 
m.p. 216-219 °C 

'H-NMR (200MHz, CDCl 3 )<5l.28 (6H, d, J=7.0 Hz), 2,86-3.01 
(1H, m), 6.22 (1H, d, J=15.7 Hz), 7.23-7.33 (4H, m) , 7.56 
5 (2H, d, J=8.4 Hz), 7.85 (1H, d, J=15.7 Hz). 

IR (KBr) 2966, 1668, 1608, 1414, 1302, 1263, 1228, 804 cm' 1 

Anal. Calcd. for C 16 H 16 0 2 S 

Calcd. C, 70.56 ; H, 5.92 ; S, 11.77. 

Found. C, 70.23 ; H, 5.94 ; S, 11.62. 

10 Reference Example 199 

Under argon atmosphere, a solution of methyl (E)- 
3 - ( 5 - bromo thiophen- 2 -yl ) acrylat e ( 0 . 23g ) , 4 - 1 er t - butyl - 
phenyl borate (0.3g) and potassium carbonate (0.26g) in 
toluene/ethanol/water (20/2/2ml) was stirred at room 

15 temperature for 1 hour. To the mixture was added 

tetrakistriphenylphosphine palladium (32mg), and the 
mixture was refluxed for 18 hours and then cooled to room 
temperature. To the organic layer was added ethyl acetate, 
and the mixture was washed with saturated brine and dried 

20 with magnesium sulfate. Under reduced pressure, the 

mixture was concentrated, and the residue was purified with 
column chromatography (ethyl acetate/hexane=l : 9 ) to give 
pale yellow crystals of methyl (E)-3-[5-( 4- tert-butyl- 
phenyl) thiophen- 2 -yl] acrylat e (240mg). This compound was 

25 used for the following reaction, without subjecting further 
purification. 

L H-NMR (200MHz, CDC1 3 ) <5 1.34 (9H, s), 3.80 (3H, s), 6.22 
(1H, d, J=15.8 Hz), 7.21-7.30 (2H, m) , 7.42 ( 2H , d, J=8 . 7 
Hz), 7.55 (2H, d, J=8.7 Hz), 7.76 (1H, d, J=15.8 Hz). 
30 IR (KBr) 1716, 1622, 1436, 1302, 1232, 1207, 1165, 972, 806 
cm" 1 

Reference Example 200 

To a solution of methyl ( E ) -3- [ 5- ( 4 - tert-butyl- 
phenyl ) -thiophen- 2 -yl] aery late (190mg) of THF/ethanol 
35 (15/15ml) was added at room temperature 2N sodium hydroxide 
solution (2.0ml) , and the mixture was stirred 18 hours. To 



BNSOOCID: <WO 933246SA 1 _\^> 



WO 99/32468 PCT/JP98/05707 

430 

the mixture was added IN hydrochloric acid (5ml). and the 
mixture was extracted with ethyl acetate . The organic layer 
was washed with saturated brine and dried with magnesium 
sulfate, under reduced pressure, the mixture was 
5 concentrated, and the precipitated crystals were collected 
by filtration , which were washed with hexane to give yellow 
crystals of (E)-3-[5-(4-tert-butylphenyl)thiophen-2- 
YUacrylic acid (149. 7mg) . This compound was used for the 
following reaction, without subjecting further 
10 purification. 

l H-NMR (200MHz, CDC1) 6 1.35 (9H. .). e.22 (1H. d. J=15 6 
Hz) 7.20-7.29 (2H, m),7.43 (2H. d. J=8 . 8 Hz ) , 7 . 56 (2 „, 
d. J=8.8 Hz), 7.85 (1H, d, J=l 5 .6 Hz). 
IR (Mr) 2962, 1678, 1612, 1414, 1302, 1232, 806 cm" 
J-o Reference Example 201 

To a solution of 4 • -methylacetophenone (lo.Og) in 
ethanol (100ml, were added at room temperature an aqueous 
solution (50ml) of hydroxyzine hydrochloride (7.77g) and 
sodium acetate (9.63g), and the mixture was refluxed for 
24 hours and then cooled. The mixture was concentrated, and 
to the residue was added IN hydrochloric acid (150ml) The 
mixture was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
residue was purified with column chromatography (ethyl 
acetate/hexane=l:3) to give colorless crystals of 4 • - 
methylacetophenonoxime (10.89g). 

1 H-NMR (200MHz. CDC1 3 , 52.28 (3H. s). 2.37 (3H. s). 7.19 (2H 

30 L J " 8,1 Hz) - 7,53 (2H - d - J=8 ' 1 Hz) ' 8 - 55 - 8 - 69 (1H. »).' 

30 Reference Example 202 

To a solution of 4 ■ -methylacetophenonoxime (10.46g) 
« DMF (250ml) was added at 0°C sodium hydride (60%, 3.08g) 
and the mixture was stirred at room temperature for 1 hour' 
To the mixture was added a solution of 4-f luorobenzaldehyde 
(9.57g, in THF (300ml), and the mixture was stirred for 5 
days. To the mixture was added IN hydrochloric acid 
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(200ml) , and the mixture was extracted with ethyl acetate. 
The organic layer was washed with saturated brine and dried 
with magnesium sulfate. Under reduced pressure, the 
mixture was concentrated, and the residue was purified with 
column chromatography (ethyl acetate/hexane=l : 5 ) to give 
colorless crystals of 4- ( 4 ' -methyl- a -methylbenzylidene- 
aminoxy)benzaldehyde (11.23g). 
m.p. 96-98 °C 

l H-NMR (200MHz, CDC1 3 ) (5 2.41 (3H, s) . 2.47 (3H. s) , 7.25 (2H, 
d, J = 7.8 Hz), 7.43 (2H, d, J=8.8 Hz). 7.69 (2H. d, J=7.8 
Hz), 7.88 (2H, d, J=8.8 Hz), 9.93 (1H, s). 

IR (KBr ) 1699, 1597, 1576. 1498. 1232, 1207, 1149, 916, 820 



cm" 1 



Anal. Calcd. for C 16 H 15 N0 2 

15 Calcd. C, 75.87 ; H, 5.97 ; N, 5.53. 
Found. C, 75.73 ; H, 6.04 ; N, 5.48. 
Reference Example 203 

A solution of 4- ( 4 • -methyl- a -methylbenzylidene- 
aminoxy)benzaldehyde (5.0g) in IN hydrochloric acid/acetic 

20 acid (80ml) was stirred at 100-110°C for 24 hours and then 
cooled to room temperature . To the mixture was added water , 
and the mixture was extracted with ethyl acetate. The 
organic layer was washed with saturated brine and dried with 
magnesium sulfate . Under reduced pressure , the mixture was 

25 concentrated, and the residue was purified with column 
chromatography (ethyl acetate/hexane=l : 9 ) to give 
colorless crystals of 2- ( 4-methylphenyl)benzof uran-5- 
aldehyde (1.50g). 
m.p. 162-164 °C 

30 l H-NMR (200MHz, CDC1 3 ) <5 2.41 (3H, s), 7.06 ( 1H , s). 7.28 
(2H, d, J=8.0Hz), 7.62 (1H. d, J=8.4Hz), 7.77 (2H. d. J=8.0 
Hz). 7.84 (1H, dd. J=8.4. 1.8 Hz), 8.11 (1H, d, J=1.8 Hz), 
10.06 (1H, s). 

IR (KBr) 1697, 1292, 1271, 824, 798 cm' 1 
35 Anal. Calcd. For C l6 H 12 O z 

Calcd. C, 81.34 ; H. 5.12. 
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Found. C, 81.21 ; H, 5.11. 
Reference Example 204 

To a solution of 2-<4-„ethylp„enyl) b enzofuran- 5 - 
5 nZT A 50 *™ 5 ' (1.2ml) 1„D«F 

1.59) and sodium dihydrogenphosphate (l. 5g) « room 
temperature, and too mixture „ as sti „ ed ^ ™» 

was extracted with ethyl acetate. The ormnin i 

- ^^d „ tt » S od lm thlosul(ate ana r^r^r.:; 

toad with magnesium sulfate. Under reduced pressu e the 
^.ture was concentrated, and th. praclplt.tad cry ,1s 

C0C1.) , 2 . 3S ,3H. a . J=8 . 2 

HZ '' 7 - 92 ( 1H ' <J<3, J=8.8, 1.2 Hz) 8 2 fi ^ i u j T , 

» » <KBr, „„. 1( „. 1416 . im !\: a 26 j.f H - *• «■>• 

Anal. Calcd. for C 16 H 12 0 3 
Calcd. C. 76.18 ; H, 4.79. 
Found. C, 76.11 ; H. 4.74. 
Reference Example 205 

" trlethY SOlUtl °° ° £ etbn VanU1 " e (2 - 5 ^» »* 

at o" IT' (3 ' 6 ' , ' 1, ln "^^-t*™ (50ml, „ as added 

added r,"" 3 SUrrea £ ° r h °" rs - T ° »>* °""ure was 

30 acetate ^e 1 " 1 ' ' ^ ^ ™ »"* «W 

acetate . The organic layer was washed with saturated brioe 

«- toed „ ith magnesium sulfate. „„der reduced pressure 

t e nrx ure was concentrated, and the residue .as punned 

with com™ chromatography (ethyl acatate/hexane-l .«, To 

sulfonyloxybenzoate (3.96g) 

'H-NHP (20 o«Hz. CDC1,, , !.„ t , ^ j m ( 
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s). 4.41 (2H. q, J-7.1 Hz), 7.28 ( 1H . d, 3 = 1.6 Hz), 7.67-7.72 
(2H, m). 

IR (neat) 1726, 1606, 1502, 1466, 1427. 1292, 1246, 1207, 
1142, 1109, 1030. 833, 768, 617 cm' 1 
5 Reference Example 206 

To a solution of ethyl 3-methoxy- 4- trif luoromethane- 
sulfonyloxybenzoate (3.95g), 4-methylphenylacetylene 
(1.54g) and triethylamine (5.0ml) in DMF (40ml) was added 
bistriphenylphosphine palladium dichloride (0.25g), and 
10 the mixture was stirred at 100°C for 3 hours and then cooled 
to room temperature. To the mixture was added water, and 
the mixture was extracted with diethylether . The organic 
layer was washed with saturated brine and dried with 
magnesium sulfate . Under reduced pressure , the mixture was 
15 concentrated, and the residue was purified with column 
chromatography (ethyl acetate/hexane=l : 9 ) and 
recrystallized from ethyl acetate/hexane to give pale 
yellow crystals of ethyl 3-methoxy- 4- [ 2- ( 4-methylphenyl) - 
e.thynyl] -benzoate (2.02g). 
20 m.p. 71-73 °C 

l H-NMR (200MHz, CDC1 3 ) <5 1.41 (3H, t, J=7 . 1 Hz), 2.37 (3H, 
s), 3.97 (3H, s), 4.39 (2H, q, J=7.1Hz), 7.16 (2H, d, J=7.9 
Hz), 7.47 (2H, d, J=7.9 Hz). 7.53 (1H, d, J=8.0 Hz). 7.57 
(1H, d, J=1.6 Hz). 7.63 (1H, dd, J=8.0, 1.6 Hz). 
25 IR (KBr ) 1711, 1410, 1294, 1236, 1099, 1036, 812, 762 cm' 1 
Anal. Calcd. for G I ,H ll O J 
Calcd. C, 77.53 ; H. 6.16. 
Found. C, 77.48 ; H, 6 .01. 
Reference Example 207 
30 A mixture of ethyl 3-methoxy-4-( 4-methylphenyl) - 

ethynylbenzoate (1.5g) and pyridinium chloride (9.0g) was 
stirred at 200°C for 2 hours, and then cooled to 100°C To 
the mixture was added DMF (20ml) , and the mixture was cooled 
to room temperature. To the mixture was added IN 
35 hydrochloric acid, and the mixture was extracted with ethyl 
acetate . The organic layer was washed with saturated brine 
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and dried with magnesium sulfate. Under reduced pressure, 
the mrxture was concentrated, and the precipitated crystals 
were collected by filtration, which were washed with 

5 \ Tc h6Xane t0 glVS Pale yellOW of 

'H-NMR (200MHZ, DMSO-dJ 6 2.38 (3H, .,. 7 . 35 (2H, d, J=8 .2 

7 - 72 m - — >— 

« (Br) 2972, 1677, 1612, 1498, 1413, 1300, 1230, 798 cm- 
Anal. Calcd. For C 16 H u O, 
Calcd. C, 76.18 ; H, 4.79. 
Found. C, 76.05 ; H, 4.54. 
Reference Example 208 

To a solution nf »th-,ri i., A ^, . . 

... . J ' ' ^"""='-"y-i-i-nxopnenyi)-2,3- 

(20ml, was added at o'C 70% 3-chloroperbenzoic acid (317mg) , 
and the mixture was stirred at 0°C for 30 minutes and then 
at room temperature for 1 hour. To the mixture was added 
sodxum thiosulfate solution, and the mixture was stirred 
for a few minutes and then extracted with ethyl acetate. 
The organxc layer was washed with saturated sodium 
bxcarbonate solution and saturated brine, and dried with 
magnesium sulfate . Under reduced pressure , the mixture was 
concentrated, and the residue was purified with column 
chromatography (ethyl acetate/hexane=l , 1 , to give 
colorless crystals of ethyl 7- ( 4-methylsulf onylphenyl) - 

2,3-d 1 hydro-l-ben 2 oxepine-4-carboxylate (221. 8mg) 
m.p. 150-153 °C 

'H-*. (20MU. CDC1,) ,..„ t . 

3a ° ,3h - su -• 3 ° < 2 »- «. «... 4.33 

h,''.^"' 7 ' 10 UH - d - J " 8 - 4 H2 '' '•=» (ih. da. 

(2H. d. J.6.4 Hz). 8.01 (2H, d. J.8.4 Hz). 

Zl KB ll u £ 1595 ' 1485 - 1302 ' l252 - ™- »»■ »«. 
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Anal. Calcd. for C 20 H 20 O 5 S 
Calcd. C ( 64.50 ; H, 5.41 ; S, 8.61. 
Found. C, 64.36 ; H, 5.40 ; S, 8.53. 
Reference Example 209 
5 To a solution of ethyl 7- ( 4-methylsulf onylphenyl ) - 

2,3-dihydro-l-benzoxepine-4-carboxylate (180mg) in 
THF/ethanol (5/5ml) was added at room temperature IN sodium 
hydroxide solution (1ml), and the mixture was stirred for 
4 days. To the mixture was added IN hydrochloric acid 

10 (10ml), and the mixture was concentrated under reduced 
pressure. The residue was extracted with ethyl acetate. 
Under reduced pressure, the mixture was concentrated. The 
resulting crystals were collected by filtration, which were 
washedwith water, ethanol and diethylether to give 

15 colorless crystals of 7- ( 4-methyl-sulf onylphenyl) -2 , 3- 
dihydrobenzoxepine-4-carboxylic acid (148. 2mg). 
m.p. 275 °C (dec. ) 

'H-NMR (200MHz, DMSO-d 6 ) <5 2 . 84 - 2 . 94 (2H, m) , 3.25 (3H, s), 
4.23-4.34 (2H, m) , 7.10 (1H, d, J=8.4 Hz), 7.64-7.75 (2H, 
20 m) , 7.92-8.04 (5H, m) . 

IR ( KBr ) 3018, 1674, 1308, 1267, 1147, 829, 783, 760, 636, 

546cm" 1 

Anal. Calcd. for C 18 H 16 0 5 S' 0 . 2H 2 0 
Calcd. C, 62.13 ; H, 4.75 ; S, 9.21. 

25 Found. C, 62.19 ; H, 4.69 ; S, 9.06. 
Reference Example 210 

A mixture of 4-bromothiophenol (24, 8g), ethyl 4- 
bromo-butyrate (30. 7g) and potassium carbonate (36. 2g) in 
DMF (100ml) was stirred at room temperature overnight. 

30 Under reduced pressure, the solvent was evaporated, and to 
the residue was added water. The mixture was extracted with 
ethyl acetate, and the organic layer was washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and to the 

35 residue was were added methanol (120ml) and IN sodium 

hydroxide solution ( 240ml) . The mixture was stirred at room 
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The mixture was washed „ lth ethyl aoetate Md 
ayar was added concentrated nydr0(;hloiio tQ 
solution acidic. The mixture was extracted with ethyl 

, T„ '„ ° r9a ° 1C laySr " aShea saturated brine 
and dried with „ agnaslum sulfafe ^ 

the solvent was evaporated to colorless prism of 4.(4- 
bromophenylthiojbutyric acid (31 8 g) 

UH, a, J=8.8 Hz) . 
IR (KBr) 1699 cm" 1 
Anal. Calcd. for C 10 H a O 2 BrS 
Calcd. C. 43.65 ; H, 4.03. 
15 Found. C, 43.70 ; H. 3.93. 
Reference Example 211 

A mixture of 4- (4-bromophenylthio)butyric acid 
m.Sg, and polyphosphoric acid < 2 50g, was stirred at ioot: 
20 lt h !r; "" 1 «— — — toice/„ater and extracted 

lurated b S0 ° r9anl ° ^ ~ "" h °* 

saturated brine and dried with magnesium sulfate, under 

prism of n SSUre ; °" S ° 1VMt "° S 1— 
^-«'-bromo- 2 .3.4. 5 -tetrahydro-l-benzo-thiepin- 5 -one 

l H-NMR (200MHz. CDC1,) <J2 22-? n m„ , . 

7 33 C1H H t o ~ M ° 2 - 22 2 - 35 ( 2H ' m ).2.94-3.08 (4H,m), 
•33 (1H d. J=8.0Hz). 7.44 (1„. M . J=8i0 , 2>6Hz) 7>96 
(1H, d, J=2.6 Hz). 
IR (KBr) 1682 cm' 1 
Anal. Calcd. for C l0 H,OBrS 
Calcd. C, 46.71 ; H, 3.53. 
Found. C, 46.71 ; H, 3.45. 
Reference Example 212 

To a solution of 7-bromo-2. 3. 4 . 5-tetrahydro-l- 
12 Id'dedtt"" 5 " 0 "' U3 - 59 ' ^ * m 

was added at room temperature sodium methoxlde (!,.,„ . M 
the mixture was refluxed for . hours under nitrogen 
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atmosphere . To the mixture was added IN hydrochloric acid , 
and the mixture was extracted with ethyl acetate. The 
organic layer was washed with water and saturated brine, 
and dried with magnesium sulfate. Under reduced pressure, 
5 the solvent was evaporated to give brown prism of methyl 
7-bromo-5-oxo-2 , 3 , 4 , 5-tetrahydro-l-benzothiepine-4- 
carboxylate ( 1 1 . 5g ) . 

l H-NMR (200MHz, CDC1 3 ) <5 2 . 40-2 . 84 ( 6H, m) , 3.16-3.27 (2H, m) . 
3.75 (3H, s). 4.47-4.56 ( 1H , m) , 7.33 (1H, d, J=8.4 Hz), 
10 7.47 (1H, dd, J-8.4, 2.6 Hz). 7.99 (1H, d, J=2.6 Hz). 
IR (KBr) 1750 cm' 1 
Anal. Calcd. for CuH^OjBrS 
Calcd. C. 45.73 ; H, 3.52. 
Found. C, 46.01 ; H. 3.48. 
15 Reference Example 213 

A solution of methyl 7 -bromo-5-oxo-2 , 3 , 4 , 5- 
tetrahydro-l-benzothiepine-4-carboxylate (24.94g) in THF 
(200ml) was cooled to -20°C, and to the mixture was added 
dropwise a solution of sodium boro hydride (2.99g) in 
20 methanol (30ml) . While the temperature of the mixture was 
kept at -15 to 20°C, the mixture was stirred for 1 hour. To 
the mixture was added water, and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated brine and dried with magnesium sulfate. Under 
25 reduced pressure, the solvent was evaporated, and the 
residue (24.38g) was dissolved in THF (200ml). To the 
mixture was added triethylamine (26ml) and then to the 
mixture was added dropwise at 0°C methanesulf onyl chloride 
(9.2ml) . The mixture was stirred at 0°C for 30 minutes and 
30 then at room temperature for 15 hours. To the mixture was 
added dropwise 1 , 8-diaza-bicyclo( 5 , 4 . 0 ] -7-undecene 
(17.9g). and the mixture was stirred for 3 hours. To the 
mixture was added water, and the mixture was extracted with 
ethyl acetate . The organic layer was washed with water and 
35 saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
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residue was purified with column chromatography (ethyl 

acetate/ hexane=l ,10). Under reduced pressure . the mixture 

was concentrated, and the resulting crystals were 

-crystallized from ethyl acetate/hexane to give pale 

5 yellow crystals of methyl 7-bromo-2 , 3-dihydro-l- 

benzothiepine-4-carboxylate (ll.oog). 
m.p. 94-95 °C 

l H-NMR (200MHz, CDC1,) 6 2 94-3 nn oh m » , 

>' 3.00 (2H,m), 3.15-3.21 (2H,m), 

- 7.70 m. I)'. ' 2H ' 7 ' 51 < 1H - a - J-l.S Hz). 

Anal. Calcd. for C t2 H u 0 2 BrS 
Calcd. C, 48.17 ; H, 3.71. 
Found. C, 48.37 ; H, 3.77. 
Reference Example 214 

Under a 1 " <""■""> =+-m«-..~i 

d— -w^o^^xc, A mixture of methyl 7- 

r^ 2 ' 3 \ d ^ _i -^ ,o ^^- 4 -«^^t. (i. 5g) , 

-methoxypnenyl borate (0.84g) and potassium carbonate 
d.39g) ln toluene/ethanol/water (50/5/5ml) was stirred at 
room temperature for 1 hour. To the mixture was added 
tetrakxstriphenylphosphine pali adium (0 . 17g)< and 
mixture was refluxed for 24 hours and then cooled. The 
mixture was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
residue was purified with column chromatography (ethyl 

acetate/hexane=i:l5-»l.9-M.4-M «. . 

i.s 1.4^1:2) to give pale yellow 

crystals of methyl 7- ( 4-methoxyphenyl) -2 , 3-dihydro-l- 
benzothiepine-4-carboxylate (1.40g) . 
m.p. 117-120 *C 

«>.> «a..7-3..4 uh. .). ,.».,.„ (2 „. .,. 

J=2.2 Hz), 7.88 (1H, br s) . 

35 1716 ' 163 °' 16 ° 6 ' 152 °' 14?9 ' 1431 ' "81. 1250. 

35 1221, 1186, 1020. 835, 814 cm' 1 

Anal. Calcd. for C 15 H lB 0 3 S 
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Calcd. C, 69.91 ; H, 5.56. 
Found. C, 70.22 ; H, 5.65. 
Reference Example 215 

To a solution of methyl 7- ( 4-methoxyphenyl) -2 , 3- 
dihydro-l-benzothiepine-4-carboxylate (0.50g) in 
ethanol/THF (10/10ml) was added at room temperature IN 
sodium hydroxide solution ( 2ml ) . and the mixture was stirred 
for 18 hours . To the mixture was added IN hydrochloric acid 
(2ml). Under reduced pressure, the mixture was 
concentrated. To the mixture was added water, and the 
precipitates were collected by filtration, which were 
washed with 2-propanol , diethylether and hexane to give pale 
yellow solid of 7-(4-methoxyphenyl)-2,3-dihydro-l- 
benzo-thiepine-4-carboxylic acid (508mg). This compound 
was used for the following reaction, without subjecting 
further purification. 

1 H-NMR (200MHZ, DMSO-d 6 ) 6 2 . 87 (2H, t, J = 5.7Hz), 3.11 (2H. 
t. J-5.7HZ). 3.80 (3H, s), 7.01 (2H, d, J = 8.8Hz), 7.33-7.42 
(2H, m). 7.50-7.55 (2H, m) , 7.62 (2H, d. J=8 . 8 Hz). 
20 IR (KBr ) 3356, 1633. 1608, 1518, 1358, 1246, 1178, 1020, 
825 cm" 1 

Reference Example 216 

Under argon atmosphere, a mixture of methyl 7- 
bromo-2,3-dihydro-l-benzothiepine-4-carboxylate (0.70g), 

25 4-morpholinophenyl borate (581. 3mg) and potassium 

carbonate (0.65g) in toluene/ethanol/water (20/2/2ml) was 
stirred at room temperature for 1 hour. To the mixture was 
added tetrakistriphenylphosphine palladium (0.14g). and 
the mixture was refluxed for 20 hours and then cooled. The 
mixture was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
residue was purified with column chromatography (ethyl 
acetate/dichloromethane=l:4) to give yellow crystals of 
methyl 7- (4-morpholinophenyl) -2 . 3-dihydro-l-benzo- 
thiepine-4-carboxylate (664. 4mg). 



30 



35 



BNSOOCID- <WO_993246aMJ^ 



WO 99/32468 

PCT/JP98/05707 

440 

m.p. 154-156 °C 

'H-NMR (200MHz, CDCl.) 0 2 97-3 09 Oh , , 

Anal. Calcd. for C 22 H 23 N0 3 S 
Calcd. C, 69.26 , H. 6.08 , N( 3.67 
Found. C, 69.43 ; H, 6.01 ; N , 3.81 
10 Reference Example 217 



To a solution of methvl i ia „ 
2 3-dihvrt™ , v, ™exnyi 7- (4-morpholinophenyl) - 

2,3 d ^ydro-l-ben 2 othiepine-4-carboxylate fO ssJ 
ethanol/THF (30/30ml, was added at ZoTl " 
sodium hydroxide solution m^i! 7 temPeratUre 1N 
15 stirred fn r « a _ " ° U ' 8ml) ' and the m ^ure was 
- -~jro unci Liien reriuxed -For- o 

»i«»re „ a5 aMaa 1N hydrochlor±c " (1 aml T'J: 
wa&nea with ethanol and diethviot-K^^ 4. 

of 7 / a ai etnylether to give yellow Dowder 

of 7-(4-morpholinophenvl)-2 * ^« powaer 

- .-o^ic acld 'so.Z' y 1 " be " 2 °- thlePl " e - 

m.p. 280 °C (dec.) 

l H-NMR (200MHz, DMSO-d ) 6 2 ftfl mu 

""/":;•,;;»' 

25 s). 7 HZ) - 7 ' 75 < 1H - s>. 7-81 UH. 

» jn.) ».t. no,. u , 4 . 1608 . lH0> m2 U2o 

Anal, calcd. for C 21 H 2l N0 2 S 
Calcd. C, 68.64 ; H, 5.76 , N, 3. 81. 
30 F ° Und - C ' 68 -*e ; H, 5.62 ; N, 3.69. 
Reference Example 218 

Under argon atmosphere, a mixture of methyl 7 

romo- 2> 3-dihydro-l- b en 2 othie P ine-4-carboxyll ( 5q) 
3.4-methylenedioxyphenyl borate (0 92a , I 9 
35 carbonate ( ^ 10 ^ ■ (0.92g) and potassium 

s^e « rod " t0lUe " e / ' a — C50/5/M, „ as 
at roon, temperature hours . To the ^ 
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added tetrakistriphenylphosphine palladium (0.29g), and 
the mixture was refluxed for 16 hours and cooled. The 
mixture was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
5 reduced pressure, the mixture was concentrated, and the 
residue was purified with column chromatography (ethyl 
acetate/hexane=l;2) to give pale yellow crystals of methyl 
7 - ( 3 , 4 - methy lenedioxypheny 1 )-2,3- dihydr o - 1 - benz o - 
thiepine - 4 - carboxy lat e ( 1 . 5 5g ) . 

10 m.p. 126-129 °C 

1 H-NMR (200MHz, CDC1 3 ) 6 2 . 97 - 3 . 06 ( 2H , m) , 3 . 19-3 . 24 ( 2H, m) , 
3.84 (3H, S), 6.01 (2H, s), 6.88 (1H, d, J=8.8Hz), 7.02-7.08 
(2H, m), 7.35 (1H, dd, J=8.0, 1-8 Hz), 7.50 (1H, d, J=8.4 
Hz), 7.53 (1H, d, J-1.8 Hz), 7.87 ( 1H , br s). 

15 IR ( KBr ) 1709, 1471, 1435, 1248, 1223, 1186, 1034, 928, 804 



cm" 1 



Anal. Calcd. for C 19 H 16 0 4 S 
Calcd. C, 67.04 ; H, 4.74. 
Found. C, 67.19 ; H, 4.61. 
20 Reference Example 219 

To a solution of methyl 7-(3,4- 
methylenedioxyphenyl)-2,3-dihydro-l-benzothiepine-4- 

carboxylate (0.6g) in ethanol/ THF (10/10ml) was added at 
room temperature IN sodium hydroxide solution (2ml), and 

25 the mixture was stirred for 64 hours. To the mixture was 
added IN hydrochloric acid (3ml), and the mixture was 
concentrated. The resulting solid was collected by 
filtration, which was washed with water, 2-propanol and 
diisopropylether to give pale yellow powder of 7- (3, 4- 

30 methylenedioxyphenyl ) -2 , 3 -dihydro- 1 -benzothiepine- 4 - 
carboxylic acid (510.6mg). 
m.p. 227-229 °C 

l H-NMR (200MHz, DMSO-dJ <5 2 . 86 -2 . 92 ( 2H , m) , 3.14-3.20 (2H, 
m) , 6.07 (2H, s) , 6.99 (1H, d, J = 8.2Hz), 7.21 (1H, dd, J=8.2, 
35 1.8Hz), 7.33 (1H, d, J = l. 8 Hz) , 7.44-7.53 (2H, m) , 7.77-7.82 
(2H, m). 
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» «r) 2695. 1672. 1473. 1288. 1252, 1225. 10 „, 933 , 806 
cm 

Anal. Calcd. for C 19 H 14 0 4 S 
Calcd. C, 66.24 ; H, 4.32. 
5 Found, c. 66.01 ; H, 4.44. 
Reference Example 220 

To a suspension of 4-phenylpiperldine (5.0g) in 
acetonitrile (100,1) was added triethylamine (8.64ml, and 
then was added dropwise at o'C . solution of p . toluene . 
10 sulfonyl chloride (6.50 g) in acetonitrile (30ml). T 
mixture was stirred at o'C for 2 hours. Under reduced 
pressure, the solvent was evaporated, and to the residue 
was water. The mixture was extracted with ethyl acetate, 
^ and the organic layer was washed with saturated brine and ' 
m^ir agnSSiUmSUlfate - Und -^-d pressure, the 

collecten C : n r ntrated ' ^ reSUltin ^ ^als were 
collected by filtration, which were washed with hexane to 

give colorless crystals of 1- ( 4-methylphenylsulf onyl) - 
4-phenyipaperidine (8.93g). 
20 m.p. 153-154 °C 

'H-^ UOOMHz.CDClJ^.sa-!.^ ,«..,, 2 .26-2. 43 <3„. „, . 
(2H, a. J-8.0 HZ). 7.69 (2H. a. J-8.0 Hz) 

25 IVTJ , 1 " 6 ' U65 - 1092 ' ?25 ' ™>- 6 »- 546 C-. 

25 Anal. Calcd. for C 19 H n N0 2 S 

Calcd. C, 68.54 ; H, 6.71 ; N, 4.44. 
Found. C, 68.31 ; H, 6.64 ; N, 4.40. 
Reference Example 221 

To a solution of 1- (4-methylphenylsulf onyl) - 4 - 

To7 7 *TT:: (1 - 09> ^ 1 ' 1 - diGhl — thyl me thylether 
(0.57ml, xndxchloromethane (5ml) was added at 0°C a solution 
of titanium tetrachloride (0.7ml) in dichloromethane (5ml). 

The li T Stlrred ^ r °° m tem ^«ture for 2 hours . 

The mxxture was added to stirred ice/water to stop the 
reaction. The nature was extracted with ethyl acetate 
The organic layer was washed with sodium bicarbonate 
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solution and saturated brine and dried with magnesium 
sulfate. Under reduced pressure, the mixture was 
concentrated, and the residue was purified with column 
chromatography (ethyl acetate/hexane=l : 4~U : 2 ) to give pale 
5 yellow crystals of 4- [ 1- ( 4-methylphenylsulf onyl) - 

piperidin-4-yl]benzaldehyde (0.381g). (469. 4mg of the 
starting materials were collected) 
m.p. 134-137 °C 

l H-NMR (200MHz, CDC1 3 ) <5 1.75-1.96 (4H, m) , 2.29-2.58 (3H, m) , 
10 2.46 (3H, s), 3.90-4.03 ( 2H , m) . 7.29-7.37 (4H, m) , 7.69 
(2H, d, J=8.4 Hz), 7.82 (2H, d. J=8 . 4 Hz). 9.97 (1H, s). 
IR (KBr ) 1697, 1603. 1333, 1159, 937, 721, 581, 546 cm" 1 
Anal. Calcd. for C 19 H 21 N0 3 S 
Calcd. C, 66.45 ; H, 6.16 ; N, 4.08. 
15 Found. C, 66.31 ; H, 6.08 ; N, 4.38. 
Reference Example 222 

To a suspension of ( 3-carboxypropyl ) triphenyl- 
phosphonium bromide ( 16. 5g) in THF (170ml) was added at room 
temperature potassium t-butoxide (8.63g), and the mixture 
20 was stirred at 60*0 for 10 minutes and then cooled to room 
temperature. To the mixture was added a solution of 4- 
[ 1 - ( 4 -methylphenylsulf onyl ) piperidin - 4 -yl 1 benzaldehyde ^ 
(4.40g) in THF (20ml), and the mixture was stirred at 60°C 
for 1 hour. To the mixture was added water (80ml) and the 
25 mixture was extracted with toluene (80ml) . To the aqueous 
layer was added IN hydrochloric acid to make the solution 
pH 3 , and the mixture was extracted with ethyl acetate . The 
organic layer was washed three times with 2% sodium 
bicarbonate solution, and then with IN hydrochloric acid 
30 and saturated brine (X3). Under reduced pressure, the 
mixture was concentrated, and the residue was dissolved in 
THF (150ml) . To the mixture was added Pd-C (0.5g) , and the 
mixture was stirred under hydrogen atmosphere for 5 hours . 
By filtration Pd-C was removed, and the filtrate was 
35 concentrated under reduced pressure. The resulting 

crystals were collected by filtration, which were washed 
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with he X a„e to glve oolorless 5 4 

:c i T::x y r ifo ° yi,piperidin - 4 - yiiphe " yiipe "«"^ 

m.p. 164-170 °C 

L , "'' 45 <3H - S> ' 2 - 54 " 2 -« < 2 ». 3.84-3 S7 

„ * ' ' J " 8 ' 3 H2) ' 7 ' 6a < 2H - «- J-s.3 Hz) 

Anal. Calcd. for C„H„N0 4 S 
CalCd. C. 66.48 ; H. 7.03 ; N, 3 37 
Found. C, 66.66 , H, 7.00 ; N, 3.50.' 
Reference Example 223 

To a solution of 5- f 4- r 1- f a mc .4-K , ^ 
i. _.. ... 11 (4 " met hylphenylsulfonvli- 

were added « room temper5lture t J 
a drop of DMF, and the mmure „ as stlrred < ^ 

1 P " SSUre ' the miXtU - — —t»«, an, the 
rescue was dissolved in dichlorcethane (10ml) . 
» nurture was added at ot aluminum cbloride /„ . 3 ' / * ^ 
mixture was stirred at oft f„ ,„ , l u -"9) . and the 

temperature , « " UJ "' tM W the " « room 

ice/wit. T m " UteS - Th6 mi " ure » as t» 

The organic layer was washed with IN hydrochloric acid 
» saturated sodium bicarbonate solution and saturated brine 
and dried with magnesium sulfate . under reduced pressure 
the , ix ture was concentrated, and the residue was purified 
^ec C otrT *"" 0 * a * Uthyl -"-/hexan.!. 

5-one <0.3 2 g>. -'""-yOro-SH-benzoc yclohepten- 

m.p. 165-169 °C 

'H-NMR (200MH2, CDC1J <5l 74-1 go / fl „ , ^ 

a" T r^r - 76 (2h ' — < 2 «. - < ; 

■«). '-3= (». d. J.8.2H,,. 7 . 50 (1H _ ^.3^^ ^ 
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(2H, d, J=8.2 Hz) . 

IR (KBr ) 1674, 1333. 1242. 1161, 1093, 933, 721, 546 
cm' 1 

Anal. Calcd. for C 23 H 27 N0 3 S 
5 Calcd. C. 69.49 ; H, 6.85 ; N, 3.52. 
Found. C, 69.10 ; H, 6.62 ; N, 3.71. 
Reference Example 224 

To a solution of 3- [ 1- ( 4-methylphenylsulf onyl) - 
piperidin-4-yl] -6 , 7 . 8 , 9-tetrahydro-5H-benzocyclohepten- 
10 5 -one (3.25g) in dimethyl carbonate (50ml) was added at room 
temperature sodium methoxide (2.21g). and the mixture was 
ref luxed for 4 . 5 hours and cooled to room temperature . To 
the mixture was added IN hydrochloric acid ( 100ml) , and the 
mixture was extracted with ethyl acetate . The organic layer 
15 was washed with saturated brine and dried with magnesium 
sulfate. Under reduced pressure, the mixture was 
concentrated to give crude product (3.91g) - The resulting 
crude product was dissolved in THF (150ml), and to the 
mixture was added at -40°C a solution of sodium boro hydride 
20 (0.31g) in methanol (10ml) . The mixture was stirred at -10 
to -20°C for 1 hour. To the mixture was added a solution 
of sodium boro hydride (0.31g) in methanol (10ml), and the 
mixture was stirred for 1.5 hours. To the mixture was added 
acetone (2ml) , and the mixture was stirred for 30 minutes. 
25 To the mixture was added water , and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the mixture was concentrated, and the 
residue was dissolved in THF (40ml). To the mixture was 
30 added triethylamine (3.42ml) . To the mixture was added at 
0°Cmethanesulfonyl chloride (0.95ml). and the mixture was 
stirred at 0°C for 30 minutes and then at room temperature 
for 30 minutes. To the mixture was added 1,8-diaza- 
bicyclo[5,4.0]-7-undecene (3.7ml). and the mixture was 
35 stirred for 14 hours. To the mixture was added, and the 
mixture was extracted with ethyl acetate . The organic layer 
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sulfate. under reduced pressure, the mixture was 

chromatography (ethyl acetate/hexane=l j2) to give 
5 colorless crystals of .ethyl 4-U-(4-methyl P he ny I 

heptene-8-carboxylate (2.01g). 
m.p. 169-173 °C 

l H-NMR (200MHz, CDC1 3 ) (J I.75-I 92 f2H „i , oc . 

d. J=8.6 Hz). -68 (2H ' 

IR (KBr) 1709. 1433, 1336 1234 no. 
15 548 cm" 8 ' U61 ' 1092 ' 933 - 721, 

Anal. Calcd. for C 2S H 2 ,N0 4 S 
Calcd. C. 68.31 , H, 6.65 ; N , 3.19 
Found. C, 68.23 , H, 6.60 ; „. 3.04. 
Reference Example 225 
20 To a solution of me thyl 4-[l-<4-.<,thy lp h M yl- 

. n; r late <l • 09, in etwi/ ™ F ~ 

M ™> Z t* " " S ° diUm hydr01tlde ~4.tl« 

reread pressure, the mixt ur. „ as concentrated. To the 
mixture was added water +*. . 

^ acetate. To ^ ^ h 

eC c (5 ^ - and the mixtu - - ~- — 

" saturated h ° r9aniC ^ WaS Washed wlth 

satu rated brxne and dried with magnesium sulfate. Under 
reduced p , the mixture _ 

resulting colorless crystals were collected by filtration 

TtTz ::t: : ith hexane to 9ive 

5 V ^^^^"^DPiPeridin^-yH-s 7- 

5 d ^o-5H-benzocycloheptene-8-carboxyl icacid 565 j 4 , 
n». p. 255-257 "C ( 565 * 4m 9> • 
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X H-NMR (200MHz, CDC1 3 ) 6 1 . 74 - 1 . 94 ( 4H , m) , 1 . 96-2 . 11 ( 2H , m) , 
2.28-2.48 (3H, m) , 2.46 (3H, s), 2.65 ( 2H , t, J=6.6 Hz), 
2.78-2.84 (2H, m) , 3.87-4.01 (2H, m) , 7 . 00- 7 . 1 2 (3H, m) , 
7.35 (2H, d, J=8.2 Hz), 7.72 (2H, d, J=8 . 2 Hz), 7.77 ( 1H , 
5 s) . 

IR (KBr) 3008, 1674, 1352, 1294, 1273, 1255, 1163, 931, 721, 
548 cm" 1 

Anal. Calcd. for C 24 H 27 N0 4 S 

Calcd. C, 67.74 ; H, 6.40 ; N, 3.29. 

10 Found. C, 67.97 ; H, 6.69 ; N, 311. 
Reference Example 226 

In THF (126ml) was dissolved 5-bromo-2-methyl- 
thiophene (10.5g), and to the mixture was added dropwise 
at -78°C 1.6N n-butyl lithium/hexane (40.8ml). The mixture 

15 was stirred for 1 hour, and to the mixture was added dropwise 
a solution of trimethyl borate (18.5g) in THF (40ml). The 
mixture was stirred for 15 minutes and warmed to room 
temperature. To the mixture was added 10% sulfuric acid 
(63ml), and the mixture was stirred for 15 minutes. The 

20 mixture was extracted with ethyl acetate, washed with 

saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the solvent was removed, and the resulting 
residue was washed with isopropylether to give 5- 
methyl-2-thienyl borate (4.6g). 

25 X H-NMR ( 200MHz, CDC1 3 ) (5 2 .59 (3H, s),6.93 (1H, d, J = 3.4Hz), 
7.79 (1H, d, J=3.4Hz) 
Reference Example .227 

In toluene/ethanol/water (10/1/1) (24ml) was 
dissolved methyl 7-bromo-2 , 3-dihydro-l-benzoxepine-4- 

30 carboxylate (560mg), and to the mixture were added 5- 

methyl-2-thienyl borate (87 5mg) and potassium carbonate 
(1.56g). The mixture was stirred at room temperature for 
30 minutes. To the mixture was added tetrakistriphenyl- 
phosphine palladium (260mg), and the mixture was stirred 

35 at 100°C for 24 hours and cooled to room temperature. The 
mixture was extracted with ethyl acetate, washed with 
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10 



30 



35 



saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the solvent was removed, and the resulting 
residue was purified with silica gel column chromatography 
(hexane/acetone=12/l) to give methyl 7- ( 5-methyl-2- 

thienyl)-2,3-dihydro-l-ben 2 oxepine-4-carboxylate 
(345mg). 

'H-NMR (200MHz,CDCl 3 ) ,5 2.28 (3H, s), 2.99 (2H, t, J=4.8Hz) 

3- 83 (3H, s). 4.28 (2H, t, J=4.8Hz), 6.82 (IH. d, J-1.2H.J 
7-05 (IH, d, J=8.4H Z ), 7.45 (IH. dd, J=8.4, 2.4), 7.54 ( IH 
d, J=2.4Hz), 7.61 (IH, s) 

Reference Example 228 

In THF (10.5ml) and methanol (5.2ml) was dissolved 
methyl 7- ( 5-methyl-2-thienyl) -2 , 3-dihydro-l-benzoxepine- 

4- carboxylate ( 525mg) , and to the mixture was added IN sodium 
15 hydroxide (10.5ml). The mixture was stirred at room 

temperature for 2 hours. Under reduced pressure the 
organic solvent was removed, and to the residue was added 
ethyl acetate. The mixture was extracted with water, and 
to the aqueous layer was added 6N hydrochloric acid to make 
20 the solution pH 4-5. which was extracted with ethyl acetate 
washed with saturated brine and dried with magnesium 
sulfate. Under reduced pressure, the solvent was removed 

togive7-(5-methyl-2-thienyl)-2,3-dihydro-l-benzoxepine- 
4-carboxylic acid (410mg). 

'H-NMR (200MHz, DMSO-dJ <5 2 .23 (3H, s), 2.87 (2H. t 
J=4.4Hz), 4.24 (2H, t, J=4.4Hz), 6.99 (IH, d. J=8.4Hz)' 7 07 
(IH, S), 7.31 (IH. d. J-1.4HZ). 7.49 (IH. dd. J=8.4, 2.2Hz). 
7.58 (IH, s), 7.74 (IH, d, J=2.2Hz) . 
Reference Example 229 

In toluene/ethanol/water (10/1/1) (12ml) was 
dissolved methyl 7-bromo-2 , 3-dihydro-l-benzoxepine-4- 
carboxylate (700mg) , and to the mixture were added 3-thienyl 
borate (422mg) and potassium carbonate (0.98g) The 
mixture was stirred at room temperature for 30 minutes, and 
to the mixture was added tetrakistriphenylphosphine 
palladium (136mg) . The mixture was stirred at 100°C for 13 
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hours and cooled to room temperature, and the mixture was 
extracted with ethyl acetate, washed with saturated brine 
and dried with magnesium sulfate. Under reduced pressure, 
the solvent was removed, and the resulting residue was 
5 purified with silica gel column chromatography (hexane/ 
acetone=3/l) to give methyl 7- (3-thienyl) -2 , 3-dihydro- 
l-benzoxepine-4-carboxylate (610mg) . 

*H-NMR ( 200MHz , CDC1 3 ) <5 3.00 (2H, t, J=4.2Hz) , 3.83 ( 3H , s) , 
4.30 (2H, t, J = 4.2Hz), 7.01 ( 1H , d, J=8.4Hz), 7.33-7.40 (3H, 
10 m), 7.49 (1H, dd, J=8 . 4 , 2.4), 7.66 (1H, d, J=2.4Hz), 7.64 
(1H, s) 

Reference Example 230 

In THF (24ml) and methanol (6ml) was dissolved methyl 
7- (3-thienyl) -2 , 3-dihydro- 1 -benzoxepine-4 -carboxylate 

15 (610mg), and to the mixture was added IN sodium hydroxide 
(12ml). The mixture was stirred at room temperature for 3 
hours. Under reduced pressure, the organic solvent was 
removed, and to the residue was added ethyl acetate. The 
mixture was extracted with water, and to the aqueous layer 

20 was added 6N hydrochloric acid to make the solution pH 4-5, 
which was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the solvent was removed to give 7- (3- 
thienyl) - 2 , 3-dihydro- 1-benzoxepine- 4 -carboxylic acid 

25 (500mg). 

'H-NMR (200MHz, DMSO-d 6 ) 5 2.87 (2H, t, J=4.6Hz), 4.24 (2H, 
t, J=4.6Hz), 7.00 (1H, d, J=8.4Hz), 7.60-7.85 (4H, m) , 
7.84-7.89 (2H, m) 
Reference Example 231 

30 In ether (160ml) was dissolved 3-methylthiophene 

(20g), and to the mixture was added N,N,N,N-tetramethyl- 
ethylenediamine (26g). To the mixture was added dropwise 
at room temperature 1.6N n-butyl lithium/hexane (140ml), 
and the mixture was refluxed for 30 minutes. The mixture 

35 was cooled to -70°C, and to the mixture was added dropwise 
a solution of trimethyl borate (63.5g) in THF (64ml). The 
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15 



20 



25 



30' 



35 



mixture was stirred for 30 minutes and warmed to room 
temperature. To the mixture was added 10% sulfuric acid 
(285ml), and the mixture was stirred for 15 minutes. The 
mixture was washed with water and dried with magnesium 
5. sulfate. Under reduced pressure, the solvent was removed, 
and the resulting residue was washed with isopropylether 
to gxve 4-methyl-2-thienyl borate (6.0g) 

1 H-Wm(200MH«.CDCl,) <5 2 .36 ( 3H . s) . 7.35 (1H). 7.76 (1H, s) 
Reference Example 232 
10 In toluene/ethanol/water (10/1/1) (8.4ml) was 

dissolved methyl 7-bromo-2 . 3-dihydro-l-benzoxepine-4- 
carboxylate (500mg). and to the mixture were added 4- 
methyl-2-thienyl borate (334mg) and potassium carbonate 
(651g) . The mixture was stirred at room ™ 
minutes, and to the mixture was added tetrakistriphenyl- 
Phosphine palladium (97mg). The mixture was stirred at 
100 C. for 24 hours and cooled to room temperature. The 
mixture was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the solvent was removed, and the resulting 
residue was purified with silica gel column chromatography 
(hexane/acetone=8/l) to give methyl 7-(4-methyl-2- 

thienyl)-2,3-dihydro-l-ben 2 oxepine-4-carboxylate 
(432mg). 

l H-NMR (200MHz, CDC1J 02. 28 (3H, s), 2.99 (2H, t, J=4.8Hz) 
3-83 (3H. s), 4.28 (2H, t, J=4 . 8Hz ) . 6 . 82 (1H. d, J=1.2Hz), 
7-05 (1H, d,,J=8.4Hz), 7.45 (1H, dd, J=8 . 4 . 2 . 4Hz ) . 7.54 ( 1H 
d. J=2.4Hz). 7.61 (1H, s) 
Reference Example 233 

In THF (10ml) was dissolved methyl 7- (4-methyl-2- 
thienyl)-2.3-dihydro-l-benzoxepine-4-carboxylate 
(420mg), and to the mixture was added IN sodium hydroxide 
(8.4ml). The mixture was stirred at room temperature for 
15 hours. Under reduced pressure, the organic solvent was 
removed, and to the residue was added ethyl acetate. The 
mixture was extracted with water, and to the aqueous layer 
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was added 6N hydrochloric acid to make the solution pH 4-5, 
which was extracted with ethyl acetate, washed with 
saturated brine and dried with magnesium sulfate. Under 
reduced pressure, the solvent was removed to give 7- (4- 
5 methyl- 2 -thienyl) -2, 3-dihydro-l-benzoxepine-4- 
carboxylic acid (320mg). 

L H-NMR ( 200MHz, DMS0-d 6 ) (5 2.23 (3H, s), 2.87 (2H, t, 
J=4.4Hz), 4.24 (2H, t, J=4.4Hz), 6.99 (1H, d, J=8 . 4Hz ) , 7.07 
(1H, s), 7.31 (1H, d, J=1.4Hz), 7.49 (1H, dd, J = 8 . 4 , 2 . 2Hz ) , 

10 7.58 (1H, s), 7.74 (1H, d, J=2.2Hz) 
Reference Example 234 

To methyl 7-bromo-2 , 3-dihydro-l-benzoxepine-4- 
carboxylate (500mg) were added 4-f luorophenyl borate 
(272mg), potassium carbonate (537mg), water (1.5ml), 

15 ethanol (1.5ml) and toluene (15ml). Under argon 

atmosphere, the mixture was stirred at room temperature for 
1 hour, and to the mixture was added tetrakistriphenyl- 
phosphine palladium ( 61mg , 3mol% ) . Under argon atmosphere , 
the mixture was refluxed for 21 hours, and to the mixture 

20 was added ethyl acetate (100ml). The mixture was washed 
with water (50ml) and saturated brine (50ml) , and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was removed , and the residue was purified with silica 
gel column chromatography to give methyl 7-(4-fluoro- 

25 phenyl) -2 , 3-dihydro-l-benzoxepine-4-carboxylate ( 310mg, 
59%) as pale yellow crystals. 

l H NMR (200MHz, CDC1 3 ) 6 3.01 (2H, t, J=4.1Hz), 3.83 (3H, 
s), 4.31 (2H, t, J = 4.8Hz), 7.03-7.17 (3H, m) , 7.40-7.54 ( 4H , 
m), 7.66 (1H, s). 

30 Reference Example 235 

To methyl 7- ( 4-f luorophenyl) -2 , 3-dihydro-l- 
benzoxepine-4-carboxylate (0.27g) were added THF (5.0ml), 
ethanol (10.0ml) and 2N sodium hydroxide solution (1.0ml) , 
and the mixture was stirred at room temperature for 19 hours . 

35 Under reduced pressure, the solvent was removed, and the 
residue was diluted with water (100ml) . The aqueous layer 
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was made acidic with hydrochloric acid, and the mixture was 
extracted with ethyl acetate ( 100ml, . The organic layer was 
cried with anhydrous magnesium sulfate, and the solvent was 
removed under reduced pressure. The residue was 
5 crystallized and washed with hexane to give 7-(4- 

fluorophenyl)- 2 .3-dihydro-l-ben Z oxepine-4-carboxylic 
acid (0.22g, 86%) as white crystals 

1 H NMR (200MHz, CDC1 3 ) 6 3.03 (2H. t, J=4.8Hz). 4.33 (2H 
10 s)' J=4 ' 6HZ) ' 7 -° 5 - 7 ' 17 (3H ' m) ' 7 -«-7.55 (4H. m), 7.76 (1H,' 
Reference Example 236 

To 4-bromophenoxybutyric acid (75. Og) was added 
polyphosphoric acid (873g), and the mixture was stirred at 
is °° C f° r45minutes - Themixture was poured into ice (about 
1.3kg). and the mixture was extracted with ethyl acetate 

UollxV' 5L) ' 0r9anlC laySr WaS WaShed wlth -ter 

(400mlX 3 ), in sodium hydroxide solution (400mlX 2 ) 

saturated sodium hydrogen carbonate solution (400mlX 2 ) 
water (400mlX 3 ) and saturated brine (400mlX 3 ), and dried 
with anhydrous magnesium sulfate. The solvent was removed 
under reduced pressure to give 7-bromo-2,3 /4 5- 
tetrahydro-l-benzoxepin-5-one (38. 6g, 55%,'l32.5°C 
/0.33mmHg) as pale yellow oil. 
Reference Example 237 

To a solution of 5-bromo-2-f luorobenzaldehyde (0.49 
9, 2.62 mmol) and ethyl 3-mercaptopropionate (0.37 ml, 2.88 
nunol) in N.N-dimethylfonnamide (10 ml, was added potassium 
carbonate (0.90 g, 6.55 mmol). and the mixture was stirred 
at room temperature for 1 hour and then at 70°C for 15 hours 
The mixture was poured into ice-water, and made pH 4 with 
IN hydrochloric acid. The aqueous layer was extracted with 
ethyl acetate, and the organic layer was washed with water 
and saturated brine . and dried with magnesium sulfate . The 
solvent was evaporated, and the residue was purified with 
silica gel column chromatography [hexane: ethyl acetate 
( 5 : 1) ] to give ethyl 6-bromo-2H-thiochromene-3-carboxylate 
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(0,45 g, 58%) as yellow powder, a part of which was 
recrystallized from ethanbl to give pale yellow needles, 
m.p. 87°C 

l H-NMR (CDC1 3 ) <5 : 7.47 ( 1H , br s) , 7.26-7.38 (2H, m) , 7.14 
5 (1H, d, J=8.0), 4.31 (2H, q, J = 7.4), 3.73 (2H, d, J-1.2), 
1.36 (3H, d, J=7.4). 

Anal. Calcd for C n H n Br0 2 S: C; 48.17, H; 3.71. 

Found: C; 48.07, H; 3.77. 

Reference Example 238 

10 A solution of ethyl 6-bromo-2H-thiochromene-3- 

carboxy late (1.00 g, 3.34 mmol), 4-methylphenyl borate 
(0.55 g, 4.01 mmol) and tetrakistriphenylphosphine 
palladium (0.19 g, 0.167 mmol) in 2M sodium carbonate (3.5 
ml), ethanol (3 ml) and toluene (25 ml) was stirred at 80°C 

15 for 24 hours. To the mixture was added water , and the mixture 
was extracted with ethyl acetate. The organic layer was 
washed with 0 . 5N hydrochloric acid and saturated brine, and 
dried with magnesium sulfate. The solvent was evaporated, 
and the residue was purified with silica gel column 

20 chromatography [hexane:ethyl acetate (5:1)] to give ethyl 
6- (4-methylphenyl ) -2H-thiochromene-3-carboxylate ( 1 . 02 g , 
99%) as yellow powder, 
m.p. 87°C 

1 H-NMR (CDCI3) (5: 7.62 (1H, br s), 7.40-7.46 (4H, m) , 
25 7.22-7.31 (3H, m) , 4.31 ( 2H , q, J=7.0), 3.77 ( 2H , d, J=1.0), 
2.40 (3H, s), 1.37 (3H, t, J=7.0). 
Anal. Calcd for C 19 H 18 0 2 S: C; 73.52, H; 5.84. 

Found: C ; 73 . 51 , H; 5 . 65 . 
Reference Example 239 
30 To a solution of ethyl 6- ( 4-methylphenyl ) -2H-thio- 

chromene-3-carboxylate (2.12 g, 6.84 mmol) in 
tetrahydrof uran (20 ml) and acetonitrile (20 ml) was added 
dropwise IN sodium hydroxide (7 ml), and the mixture was 
stirred at 60°C for 2.5 hours. The solvent was evaporated, 
35 and the residue was dissolved in diethylether . The mixture 
was extracted with water. The organic layer was extracted 
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with 0.5N sodium hydroxide, and both of the aqueous layers 
were made pH 3 with 6N hydrochloric acid. The mixture was 
extracted with ethyl acetate, and the organic layer was 
washed with saturated brine and dried with magnesium 
5 sulfate. The solvent was evaporated to give 6- (4- 

methyl-phenyl)-2H-thiochromene-3-carboxylic acid (1.83 g, 
95%) as yellow powder, 
m.p. 244°C 

'H-NMR (DMSO-d 6 > 6: 7.44 (IH.d, J=l. 8) , 7.21-7.32 (4H. ») 
10 7.05 (1H, d, J.8.4). 6.95 (2H, d, J...2). 3.41 (2H. d. J-l.Oj' 
2-02 (3H, s). ' 

Anal. Calcd for C 17 H 1( O s S • 0.25H 2 O: C; 71.18, H; 5.09. 

Foun <i= C; 70.90, H; 4.80. 

Reference Example 240 

To a solution of 4-nitroben 2 aldehyde (6.0 g, 37.7 mmol) 

and ethyl 0 -aminopropionate hydrochloride (6 1 g 37 7 

mmol) in 1,2-dichloroethane (120 ml) was added 

trxethylamine (5.3ml, 37.7mmol) and at 0'C was added little 

by little triacetoxy boro hydride (11. 8 g. 52.8 mmol) . The 

mixture was stirred at room temperature for 1 hour, and to 

the mixture was added 37% formalin (4.0 ml, 49.0 mmol) and 

thenatoC triacetoxy boro hydride (11.8 g, 52.8mmol). The 

mxxture was stirred at room temperature for 14 hours, and 

the mixture was neutralized with saturated sodium hydrogen 

carbonate and extracted with dichloromethane . The extract 

was washed with saturated brine and dried with magnesium 

sulfate . The solvent was evaporated to give crude product 

which was purified with silica gel column chromatography 

(hexane:ethyl acetate (3:2)] to give ethyl 3- (N-methyl- 

N-(4-nrtroben Z yl))aminopropionate (9.34 g, 93%) as pale 
yellow oil. 

'H-NMR (CDC1J 6: 8.17 (2H, dd, J =8 .8. 1.8), 7.49 (2H, d 
J=8.8). 4.15 (2H, g, J-7.4), 3.61 (2H. s), 2.76 (2H, t 
J=7.2), 2.52 (2H, t, J=7.2), 2.22 (3H, s). 1.26 (3H, t. 
Jo J=7 . 4 ) . 

Anal. Calcd for C 13 H la N 2 0 4 : C; 58.63, H; 6.81, N; 10.52. 
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Found: C; 58.24, H; 6.78, N; 10.23. 

Reference Example 241 

To a solution of 4-nitrobenzaldehyde ( 2 . 0 g, 13.2 mmol) 
and 2-methoxyethylamine (1.15 ml, 13.2 mmol) in 1,2- 
5 dichloroethane (40 ml) was added triethylamine (1.9 ml), 
and at 0°C was added little by little triacetoxy boro hydride 
(4.1 g) . The mixture was stirred at room temperature for 
1 hour was stirred, and to the mixture was added 37% formalin 
(1.4 ml) and then at 0°C triacetoxy boro hydride (4.1 g). 

10 The mixture was stirred at room temperature for 14 hours, 
neutralized with saturated sodium hydrogen carbonate 
solution and extracted with dichloromethane . The extract 
was washed with saturated brine and dried with magnesium 
sulfate. The solvent was evaporated to give crude product 

15 which was purified with silica gel column chromatography 
[hexane : ethyl acetate (1: 2)] to give 4 - ( ( N- ( 2 -methoxy- 
ethyl) -N-methyl)aminomethyl) nitrobenzene (2.75 g, 93%) as 
pale yellow oil. 

^-NMR (CDC1 3 ) 6 : 8.18 (2H, d, J=8.8) , 7 . 53 (2H, d, J=8.8) , 
20 3.66 (2H, s), 3.53 (2H, t, J=5.6), 3.35 (3H, s), 2.63 (2H, 
t, J=5.6), 2.28 (3H, s). 

Anal. Calcd for C 14 H 20 N 2 O 3 : C; 63.62, H; 7.63, N; 10.60. 

Found: C; 63.54, H; 7.59, N; 10.51. 

Reference Example 242 

25 To a solution of 4-nitrobenzaldehyde (1.76 g, 11.7 

mmol) and 4-aminocyclohexanol (1.34 g, 13.2 mmol) in 
1 , 2-dichloroe thane (30 ml) was added triethylamine (1.6 ml) 
and at 0°C was added little by little triacetoxy boro hydride 
(3.7 g). The mixture was stirred at room temperature for 

30 1 hour, and to the mixture was added 37% formalin (1.2ml) 
and then at 0°C triacetoxy boro hydride ( 3 . 7 g) . The mixture 
was stirred at room temperature for 14 hours, neutralized 
with saturated sodium hydrogen carbonate and extracted with 
dichloromethane. The extract was washed with saturated 

35 brine and dried with magnesium sulfate. The solvent was 
evaporated to give crude product, which was purified with 



BNSDOCID: <WO 993246QA1_I_> 



10 



15 



W ° 99/32468 PCT/JP98/05707 

456 

silica gel column chromatography [ethyl acetate .-ethanol 
(2:1)] to give (E)-4-((N-(4-hydroxy-cyclohexyl)-N- 
methyl)aminomethyl) nitrobenzene (2.08 g, 67%) as pale 
yellow crystals, a part of which was recrystallized from 
5 ether/hexane to give pale yellow needles 
m.p. 87°C 

'H-NMR ( CDClj ) *, 8.17 (2H, d, J. 8 .6>. 7 . 51 (2H> d< J={J g) 
3-51-3 65 (1H, m). 2.39-2.56 (1H, m), 2.18 (3H, s). 1.83-2.12 
(4H. m), 1.20-1.51 (4H, m) . 

Anal. Calcd for C lAM: C ; 63.62. H; 7.63, N; 10.68. 

FOUnd: C < 63 -54. H; 7.59, N; 10.51. 
Reference Example 243 

To a solution of (E)-4- ( (N- ( 4-hydroxycyclohexyl ) - 
N-methyl)aminomethyl,nitrobenzene (1.07 g, 4.05 mmol) in 
ethyl acetate (30 ml) was added 5%-Pd/C (0.43 g), and the 
mixture was stirred under hydrogen atmosphere for 3 . 5 hours . 
The mixture was filtered with sellaite, and the filtrate 
was concentrated. The resulting residue was purified with 
sxlxca gel column chromatography [ethyl acetate methanol: 
trxethylamine (9:1: 0.02) to give (E) -4- ( (N- ( 4-hydroxy- 
cyclohexyl) -N-methyl)aminomethyl) aniline (0.27 g 28%) as 
yellow powder, 
m.p. 105°C. 

25 ;™ (CDClj) 5:7 -° 9 ^H,d, J =8.6),6.65(2H,d, J=8 .6), 
25 -«-3 ; 70 <1H. 3.45 (2H, s). 2.35-2.53 (1H, m), 2.16 

(3H, s). 1.84-2.10 (4H, m) . 1.19-1.51 (4H, m) . 
Reference Example 244 

To a solution of ethyl 3- (N-methyl-N- ( 4-nitro- 
benzyl))aminopropionate (1.51g, 5 .68mmol) in acetic acid 
(30ml, was added iron (l.27g. 22.7mmol), and the mixture 
was stirred for 14 hours. The solvent was evaporated, and 
the precipitates were filtered with sellaite and washed with 
ethyl acetate. The filtrate was diluted with water, made 
basxc with potassium carbonate and extracted with ethyl 
acetate . The extracted was washed with saturated brine and 
drxed with magnesium sulfate. The solvent was evaporated 
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and the residue was purified with silica gel column 
chromatography [ethyl acetate : ethanol (2:1)] to give ethyl 
3- (N-methyl-N- ( 4 -aminobenzyl ) ) aminopropianate ( 0 . 70g , 
52%) as brown oil. 
5 'H-NMR (CDC1 3 ) <5 : 7.07 (2H, d, J=8.6), 6.64 (2H, d, J=8.6), 
4.13 (2H, q, J=6.8), 3.41 (2H, s), 3.30-3.60 (2H, m) , 2.73 
(2H, t, J=7.4), 2.51 (2H, t, J=7.4), 2.19 (3H, s), 1.25 (3H, 
t, J=6.8). 

Reference Example 245 

10 To a solution of 4 - ( ( N- ( 2-methoxyethyl ) -N-methyl ) - 

aminomethyl) nitrobenzene (1.1 g, 4.91 mmol) in acetic acid 
(20 ml) was added iron (1.1 g, 19.6 mmol), and the mixture 
was stirred for 15 hours. The solvent was evaporated, and 
the precipitates were filtered with sellaite and washed with 

15 ethyl acetate. The filtrate was diluted with water, made 
basic with potassium carbonate and extracted with ethyl 
acetate. The extract was washed with saturated brine and 
dried with magnesium sulfate. The solvent was evaporated, 
and the residue was purified with silica gel column 

20 chromatography [ethyl acetate : methanol : triethylamine 
(7:1:0.02)] to give 4- ( (N- ( 2-methoxyethyl) -N-methyl) - 
aminomethyl) aniline (880 mg, 92%) as brown oil. 
1 H-NMR (CDC1 3 ) 5: 7.09 (2H, d, J=8.4), 6.64 (2H, d, J=8.4), 
3.50 (2H, t, J=5.8), 3.45 (2H, s), 3.33 (3H, s), 2.57 ( 2H , 

25 t, J = 5.8) , 2.24 (3H, s) . 
Reference Example 246 

To a solution of 4-nitrobenzaldehyde (6.04 g, 40.0 
mmol), N-methylethanolamine (3.00 g, 40.0 mmol) and 
triethylamine (5.6 ml, 40.0 mmol) in tetrahydrof uran (200 

30 ml) was added triacetoxy boro hydride (26.8 g, 120 mmmol) , 
and the mixture was stirred for 21 hours. The mixture was 
diluted with ethyl acetate, and washed with saturated sodium 
hydrogen carbonate and saturated brine. The extract was 
dried, and the solvent was evaporated to give crude product, 

35 which was purified with silica gel column chromatography 
[ethyl acetate: ethanol (4:1)] to give 4-( ( N - ( 2 - hydroxy - 
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ethyl )-N-methyl)aininomethyl) nitrobenzene (7.08 g, 84%) as 
yellow oil. 

'H-NMR (CDClj) 6: 8.20 (2H, d, j-8.8). 7.50 (2H. d. J-8.8) 
3-68 (2H, s). 3.68 (2H. t. j.5.6). 2.64 (2H. t, J=5.6) 
5 2.52-2.70 (1H, m) , 2.26 (3H, s). 
Reference Example 247 

To a solution of 4- ( (n- ( 2-hydroxyethyl ) -N- 
methyl )am inomethyl) nitrobenzene (2.95 g, i 4 .i mmol) m 
acetio acid (60 ml) was added iron (3.14 g, 56.2 mmol). and 
the mixture was stirred for 23 hours. The solvent was 
evaporated, and the precipitates were filtered with 
sellaite and washed with ethyl acetate. The filtrate was 
diluted with water, made pH 10 with potassium carbonate and 
extracted with ethyl acetate. The extract was washed with 
saturated brine and dried with magnesium sulfate. The 
solvent was evaporated, and the residue was purified with . 
srlrca gel column chromatography [ethyl acetate methanol : 
trrethylamine (5:1:0.3)] to give 4- ( (N- ( 2-hydroxyethyl) - 
N-methyl)aminomethyl) aniline (1.25 g, 49%) as brown oil. 
H-NMR (CDC1 3 ) 5: 7.07 (2H, d, J-8.4), 6.65 (2H, d, J-8.4) 
3.61 (2H. t, J=5.2), 3.46 (2H, s), 2.57 (2H, t. J=5.2), 2.20 
(3H, s). 

Reference Example 248 

To THF(60ml) was added at -70°C n-butyllithium (1.59M 
25 hexane solution, 63ml, lOOmmol, . To the mixture was added 
dropwise (taking about 1 hour) a solution of 2,6-dibromo- 
pyridine (23.69g. lOOmmol) in THF (140ml) at -60°C, and the 
mixture was stirred at -70'C for 15 minutes. To the mixture 
was added DMF (12ml), and the mixture was stirred at the 
same temperature for 15 minutes. To the mixture was added 
20% ammonium chloride solution (100ml), and the organic 
layer was separated. The aqueous layer extracted with ethyl 
acetate (100ml), and the organic layer was mixed with the 
previous organic layer. The organic layer was dried with 
anhydrous sodium sulfate and concentrated under reduced 
pressure. The residue was purified with column 
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chromatography (silica gel 150g, ethyl acetate/hexane= 
1/20), and the desired fraction was concentrated under 
reduced pressure. To the residue was added diisopropyl- 
ether (15ml), and insoluble materials were filtered, which 
5 were washed with diisopropylether (5mlX3) and dried under 
reduced pressure to give 6-bromo-2-pyridinecarbaldehyde 
(2.05g, ll.Ommol, 11%). 
IR (KBr) : 1732 cm" 1 . 

'H-NMR (CDC1 3 )<5: 7.65-8.00 (3H, m) , 10.01 (1H, s). 

10 Reference Example 249 

InTHF (10ml) was suspended sodium hydride (60%, 440mg, 
ll.Ommol) , and to the mixture was added at -30°C a solution 
of diethylphosphonoethyl acetate (2.47g, ll.Ommol) in THF 
(10ml) . The mixture was stirred at the same temperature for 

15 30 minutes, and to the mixture was added at -30°C a solution 
of 6-bromo-2-pyridinecarbaldehyde (1.86g, lO.Ommol) in THF 
(10ml) . While warming the temperature of the mixture from 
-30°C to -10°C, the mixture was stirred for 1.5 hours. To 
the mixture was added diethylether (40ml) , and the mixture 

20 was washed with water (20ml, 5mlX2) and saturated brine 
( 5ml) . The organic layer was dried with anhydrous magnesium 
sulfate and concentrated under reduced pressure. To the 
residue was added hexane (10ml) , and the mixture was cooled 
to 0°C . The precipitated insoluble materials were filtered, 

25 which were washed with hexane cooled to 0°C , and dried under 
reduced pressure to give ethyl 6 -bromo- 2 -pyridine- 
acrylate (2.00g, 7.81mmol, 78%). 
IR (KBr): 1717, 1703 cm' 1 . 

'H-NMR (CDC1 3 )<5: 1.34 (3H, t, J = 7.1Hz), 4.28 (2H, q, 
30 J = 7.1Hz), 6.96 (1H, d, 15.8Hz), 7.30-7.65 (4H, m) . 

Reference Example 250 

In 1,2- dime thoxye thane (4ml) were dissolved ethyl 

6-bromo-2-pyridineacrylate (512mg, 2.00mmol) and 4- 

methylphenyl borate (299mg, 2.20mmol), and to the mixture 
35 were added sodium carbonate (424mg, 4.00 rnmol) , water (2ml) 

and tetrakis- (triphenylphosphine) palladium (116mg, 
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O.lOmmol). The mixture was stirred at 80°C for 10 hours 
To complete the reaction, 4-tolyl borate (ISOmg. l.lOmmol) 
and tetrakis(triphenyl-phosphine)palladium (liemg 
O.lOmmol) were added at 80°C to the mixture, and the mixture 
5 was stirred for 14 hours. To the mixture was added ethyl 
acetate (30ml), and the mixture was water (5mlX 2 ) and 
saturated brine (5ml). The organic layer was dried with 
anhydrous magnesium sulfate and concentrated under reduced 
pressure. The residue was purified with column 
10 chromatography (silica gel i 5 g, ethyl acetate/hexane= 
1/19), and the desired fraction was concentrated under 
reduced pressure to give ethyl 6- (4-methylphenyl)-2- 
pyridineacrylate (495mg, 1.85mmol, 93%). 
IR (KBr): 1713 cm" 1 . 
15 'H-NMR (CDC1,)«: 1.36 (3H. t, J=7.1Hz), 2.42 (3H. s), 4.30 
(2H. g, J=7.1Hz), 7.10 (IH, d, 15.6Hz), 7.25-7.35 (3H, m) 
7.65-7.85 (3H, m) , 7.99 (2H, d, J=8.2Hz). 
Reference Example 251 

In methanol (5ml) was suspended ethyl 6-(4-methyl- 
phenyl)-2-pyridineacrylate (465mg. 1.74mmol), and to the 
mixture was added at 0°C in sodium hydroxide solution 
(5.22ml). The mixture was stirred at room temperature for 
20 hours. To the mixture was added at 0'C IN hydrochloric 
add (5.22ml), and methanol was evaporated under reduced 
pressure. The aqueous layer extracted with ethyl acetate 
(30ml, 20ml) . The organic layer was dried with anhydrous 
sodium sulfate and concentrated under reduced pressure . To 
the residue was added diisopropylether(5ml) , and Insoluble 
materials were filtered, which were washed with 
diisopropylether and dried under reduced pressure to give 

6-(4-methylphenyl)- 2 -pyridineacryli c acid (344mg, 
1.44mmol, 83%). 

'H-NMR (CDC1 3 )S: 2.43 (3H. s), 7.15 (IH, d, 15.5Hz) 
7.25-7.40 (IH, m). 7.31 (2H, d, J=8.5Hz), 7.70-7.85 (2H, 
m). 7.84 (IH, d, J=15.5HZ), 8.00 (2H, d, J=8.5Hz). 
Reference Example 252 
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In 1, 2 - dime thoxy ethane (12ml) were dissolved methyl 
7-bromo-2 , 3-dihydro- l-benzoxepine-4-carboxylate ( 566mg , 
2.00mmol) and 3 , 4-methylenedioxyphenyl borate (465mg, 
2.80mmol), To the mixture were added sodium carbonate 
5 (424mg, 4.00mmol), water (2ml) and tetrakis ( triphenyl- 
phosphine) palladium (162mg, 0.14mmol) , and the mixture was 
stirred at 80°C for 14 hours . To the mixture was added ethyl 
acetate (30ml), and the mixture was extracted with water 
(5mlX2) and saturated brine (5ml). The organic layer was 

10 dried with anhydrous magnesium sulfate and concentrated 
under reduced pressure. The residue was purified with 
column chromatography (silica gel 15g, ethyl acetate/ 
hexane=l/19 ) , and the desired fraction was concentrated 
under reduced pressure. To the residue was added 

15 diisopropylether , and the insoluble materials were 

filtered, which were washed with diisopropylether and dried 
under reduced pressure to give methyl 7- ( 3 , 4-methylene- 
dioxyphenyl ) - 2 , 3 - dihydro - 1 - benz oxepine - 4 - car boxy late 
(434mg, 1.34mmol, 67%). 

20 IR (KBr): 1705 cm-1. 

'H-NMR (CDC1 3 ) 6 : 2.95-3.10 (2H, m) , 3.83 (3H, s) , 4.25-4.35 
(2H, m), 6.01 (2H, s), 6.87 (1H, d, J=8.6Hz), 6.95-7.10 (3H, 
m), 7.40 (1H, dd, J=8.4, 2.4Hz), 7.47 (1H, d, J=2.2Hz), 7.65 
(1H, s). 

25 Reference Example 253 

In methanol (5ml) was suspended 7- (3, 4- 
methylenedioxy-phenyl) -2 , 3-dihydro-l-benzoxepine-4- 
carboxylate (399mg, 1.23mmol) , and to the mixture was added 
IN sodium hydroxide solution (3.69ml). The mixture was 

30 stirred at room temperature for 20 hours, and to the mixture 
was added IN hydrochloric acid (3.69ml). The mixture was 
concentrated under reduced pressure, and to the residue was 
added water. Insoluble materials were filtered, which were 
washed with water and diethylether and dried under reduced 

35 pressure to give 7 -( 3 , 4-methylenedioxyphenyl )- 2 , 3- 

dihydro-l-benzoxepine-4-carboxylic acid( 321mg , 1 . 03mmol , 
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84%) . 

l H-NMR (DMSO-dja: 2.80-2.95 (2H. m) . 4.15-4.35 (2H. m) 
6-05 (2H. s). 6.97 (IH. d, J=8.1Hz), 7.01 (IH. d. J=8.4Hz). 
7.16 (IH, dd, J-B.l. 1.7Hz), 7.29 (IH, d, J=1.7Hz), 7.53 
5 (IH, dd. J=8.4, 2.3HZ), 7.63 (IH, s), 7.74 (IH, d, J=2.3Hz). 
Reference Example 254 

In THF (100ml) was dissolved 1 , 2-methylenedioxy-4- 
.bromobenzene (24.00g, 119mmol) . and to the mixture was added 
dropwise at -55°C or less n-butyllithium (1.6M hexane 
10 solution. 82ml. 131mmol). The mixture was stirred at 

-70 C for 30 minutes, and the resulting mixture was added 
dropwise at -6o'C or less to a solution of trimethyl borate 
(18.61g, 179mmol) in tetrahydrof uran (50ml) with using 
cannula. The mixture was stirred at -70'C for 1 hour and 
then for 2 hours with warming to room temperature. To the 
mixture were added IN hydrochloric acid (130ml) and 
diethylether (150ml), and the organic layer was separated. 
The organic layer was washed with water (50X 2 ml) and 
saturated brine (50ml), dried with anhydrous magnesium 
sulfate and concentrated under reduced pressure. To the 
residue was added diisopropylether (40ml), and insoluble 
materials were filtered, which were washed with 
diisopropylether (30mlX 4 ) and dried under reduced pressure 

to give 3,4-methylenedioxyphenyl borate (6.79g, 40.9mmol 
25 34%). 

l H-NMR (DMSO-dJd: 5.99 (2H, s), 6.8-6.95 (IH, m) . 7.25- 
7.45 (2H, m). 
Reference Example 255 

In methanol (250ml) was suspended 5-nitrosalicylic 
acid (50. Og, 273mmol) , and to the mixture was added sulfuric 
acid (6ml). The mixture was stirred at 100°C for 24 hours 
and the cooled to room temperature. The precipitated 
insoluble materials were filtered, which were washed with 
hydrous methanol (containing 20% of water) and methanol, 
and dried under reduced pressure to give methyl 5-nitro- 
salicylate (38. 5g, 195mmol, 72%). 
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1 H-NMR (CDC1 3 )<5: 4.04 ( 3H , s) , 7.10 (1H, d, J = 9.5Hz), 8.35 
(1H, dd, J=2.7, 9.5Hz), 8.81 (1H, d, J=2.7Hz), 11.45 (1H, 
s, OH). 

Reference Example 256 
5 In DMF (50ml) was dissolved methyl 5-nitrosalicylate 

(1.97g, lO.Ommol), and to the mixture were added ethyl 
4-bromobutyrate (1.57ml, ll.Ommol) and potassium carbonate 
(2.76g, 20.0mmol). The mixture was stirred at 110°C for 5 
hours , and the mixture was concentrated under reduced 

10 pressure. To the residue was added ethyl acetate, and the 
mixture was washed with water and 10% potassium carbonate 
solution. The organic layer was dried with anhydrous 
magnesium sulfate and concentrated under reduced pressure. 
The residue was purified with column chromatography (silica 

15 gel 30g, ethyl acetate/hexane^l/5^1/3 ) , and the desired 
fraction was concentrated under reduced pressure to give 
ethyl 4- ( 2-methoxycarbonyl-4-nitrophenoxy)butyrate 
(2.51g, 8.06mmol, 81%). 

1 H-NMR (CDC1 3 ) 6 : 1.26 (3H, t, J=7.2Hz) , 2.1-2.3 (2H, m) , 2.60 
20 (2H, t, J=7.1Hz), 3.93 (3H, s), 4.15 (2H, q, J=7.2Hz), 4.23 

(2H, t, J=6.1Hz), 7.06 (1H, d, J=9.4Hz), 8.35 (1H, dd, J = 2.8, 

9.4Hz), 8.71 (1H, d, J=2.8Hz). 

Reference Example 257 

In THF (25ml) was dissolved ethyl 4- ( 2-methoxy- 
25 carbonyl-4-nitrophenoxy)butyrate (2.37g, 7.61mmol), and to 

the mixture was added 10% palladium- carbon (containing 50% 

water, 0.94g). The mixture was subjected to catalytic 

reduction at room temperature for 4 hours . Insoluble 

materials were filtered off, and the filtrate was dried with 
30 anhydrous magnesium sulfate and concentrated under reduced 

pressure to give ethyl 4- ( 4-amino-2-methoxycarbonyl- 

phenoxy)butyrate (2.20g). 

IR (KBr) : 1730 cm" 1 . 

X H-NMR (CDC1 3 ) 6 : 1.25 (3H, t, J = 7.2Hz) , 2 . 0- 2 . 2 ( 2H , m) , 2 . 56 
35 (2H, t, J=7.3Hz), 3.88 (3H, s), 4.00 (2H, t, J=6.0Hz), 4.14 
(2H, q, J=7.2Hz), 6.75-6.9 (2H, m) , 7,1-7.2 (1H, m) . 
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Reference Example 258 

A mixture of ethyl 4-(4-amino-2-methoxycarbonyl- 
phenoxyjbutyrate (2.20g), bis( 2-chloroethyl) ether 
(0.915ml, 7. 81mmol), potassium carbonate( 3 . 24g. 23.4mmol), 
5 sodium iodide (2.34g. 15.6mmol) and DMF (20ml) was stirred 
at 70 C for 24 hours, and the mixture was concentrated under 
reduced pressure. To the residue was added water, and the 
mixture was extracted with ethyl acetate . The organic layer 
was dried with anhydrous sodium sulfate and concentrated 
10 under reduced pressure. The residue was purified with 
column chromatography (silica gel 30g, ethyl acetate/ 
hexane=l/4), and the desired fraction was concentrated 
under reduced pressure to give ethyl 4-(2-methoxy- 
carbonyl - 4 -morpholinophenoxy ) butyrat e ( 2 . 1 8 g ) 
15 IR (KBr): 1732 cm" 1 . 

1 H-NMR (CDC1 3 ) 6 : 1.25 (3H. t. J-7.1H.) . 2.0-2.2 (2H. m) . 2.57 
(2H. t. J=7.1Hz), 3.0-3.15 (4H, m) , 3.8-3.9 (4H. m) , 3.89 
(3H, s), 4.04 (2H, t, J=6.0Hz), 4.14 (2H, q, J=7.1Hz), 6.92 
(1H, d, J=9.0Hz), 7.04 (1H, dd, J=3.1, 9.0Hz). 7.36 (1H 
20 d. J=3.1Hz). 

Reference Example 259 

In THF (15ml) was dissolved diisopropylamine 
(1.018ml), and to the mixture was added dropwise at 0°C 
n-butyl lithium (4.2ml). The mixture was stirred at the 
same temperature for 30 minutes. To the mixture was added 
dropwise a solution of ethyl 4- (2-methoxycarbonyl-4- 
morpholinophenoxy)butyrate (1829mg, S.lSmmol) in THF (5ml) 
at -78°C. ice bath was removed, and the mixture was stirred 
for 7 hours. To the mixture was added at 0°C io% ammonium 
chloride solution (30ml), and the mixture was extracted with 
ethyl acetate (30mlX 3 ). The organic layer was dried with 
anhydrous sodium sulfate and concentrated under reduced 
pressure. The residue was purified with column 
chromatography (silica gel 50g, ethyl acetate/hexane=l/5) 
and the desired fraction was concentrated under reduced' 
pressure to give ethyl 7-morpholino-5-oxo-2 . 3 . 4 . 5 - 
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tetrahydro-l-benzoxepine-4-carboxylate (924mg, 2 . 89mmol, 
56%) . 

Reference Example 260 

In THF (10ml) was dissolved ethyl 7-morpholino-5- 
5 oxo-2, 3 , 4 , 5-tetrahydro-l-benzoxepine-4-carboxylate 

(924mg, 2.89mmol), and to the mixture was added at -30°C a 
solution of sodium boro hydride (164mg, 4.34mmol) in 
methanol (3ml). The mixture was stirred at -20°C to -15°C 
for 30 minutes, and the mixture was cooled to -50°C # to which 

10 was added water (15ml). The mixture was extracted with 
ethyl acetate (15mlX3) . and the organic layer was dried with 
anhydrous magnesium sulfate and concentrated under reduced 
pressure. The residue was dissolved in THF (10ml), and to 
the mixture were added at 0°C triethylamine (2.02ml, 

15 14.5mmol) and methanesulf onylchloride (0.336ml, 4.34mmol). 
The mixture was stirred at room temperature for 17 hours 
and concentrated under reduced pressure . To the residue was 
added water ( 15ml) , and the mixture was extracted with ethyl 
acetate (20mlX3). The organic layer was dried with 

20 anhydrous sodium sulfate and concentrated under reduced 
pressure. The residue was purified with column 
chromatography (silica gel 30g, ethyl acetate/ hexane=l/5) , 
and the desired fraction was concentrated under reduced 
pressure to give ethyl 7-morpholino-2 , 3-dihydro-l- 

25 benzoxepine-4-carboxylate (691mg, 2.28mmol, 79%). 
IR (KBr) : 1703 cm" 1 . 

1 H-NMR (CDC1 3 )<5: 1.35 (3H, t, J = 7.2Hz), 2.9-3.0 ( 2H , m) , 
3.05-3.15 (4H, m), 3.8-3,9 (4H, m) , 4.22 (2H, t, J=4.8Hz), 
4.28 (2H, q, J=7.2Hz), 6.8-7.0 (3H, m) , 7.54 (1H, s). 

30 Reference Example 261 

In methanol (8ml) was dissolved ethyl 7- 
morpholino- 2 , 3 -dihydro- 1 -benzoxepine - 4 -carboxylate 
(800mg, 2.64mmol), and to the mixture was added IN sodium 
hydroxide solution (8ml). The mixture was stirred at room 

35 temperature for 12 hours, and to the mixture was added IN 
hydrochloric acid (8ml). The organic solvent was 
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evaporated under reduced pressure, and the precipitated 
xnsoluble materials were filtered, which were washed with 
water and diisopropylether and dried under reduced pressure 
to give 7-morpholino-2,3-dihydro-l-ben 2 oxepine-4- 
> carboxylic acid (649mg, 2.36mmol, 89%) 

'H-NMR (CDC1 J)( 5: 2.97 (2H. t, J=4.5Hz). 3.05-3.15 ( 4H m , 
3-8-3.95 (4H. «) . 4.25 (2H, t. J=4.5Hz), 6.8-7.0 (3H ' ») ' 
7.67 (1H, s). ' '' 

Reference Example 262 

A mixture of 4-nitrobenzylamine (6.09g, 40.0mmol), 
2-chloropyrimidine (4.82g, 42.1nunol), triethyla.ine 
(U. 2ml, 80.4mmol) and ethanol (120ml) was stirred at llo'C 
for 24 hours, and the mixture was concentrated under reduced 
pressure. To the residue was added water, and the mixture 
was extracted with ethyl acetate-THF . The organic layer was 
dried with anhydrous sodium sulfate and concentrated under 
reduced pressure. The residue was recrystalli 2e d from 
ethyl acetate-ethanol to give N- ( 4-nitrobenzyl ) -N- ( 2- 
pynmidinyl) amine (0.99g, 4.3mmol, 11%). 

'H-NMR (CDC1,) 0* : 4 77 r?u n t a At, > 

4 - 77 (2H, d, J=6.4Hz), 5.59 (1H. m) , 6.62 

1H, t, J=4 . 9Hz ) , 7.51 (2H, d,J=8.6Hz), 8.19 (2H, d 
J=8.6Hz) f 8.30 (2H, d, J=4.9Hz). 
Reference Example 263 

In THF (20ml) and methanol (20ral) was dissolved 
N-(4-nitrobenzyl)- N -(2-pyrimidinyl)amine (921mg 
4.00mmol), and to the mixture were added at 0°C nickel 
bromide (137mg) and sodium boro hydride ( 955mg ) . The 
mixture was stirred at room temperature for 30 minutes and 
concentrated under reduced pressure. To the residue were 
added ethyl acetate, THF and water, and the insoluble 
materials were filtered off. The aqueous layer was 
extracted with ethyl acetate-THF, and the organic layer was 
dr^ed with anhydrous sodium sulfate and concentrated under 
reduced pressure. The residue was purified with column 
chromatography (silica gel 30g. ethyl acetate/hexane=l/l ) 
and the desired fraction was concentrated under reduced' 
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pressure. To the residue was added diethylether , and the 
insoluble materials were filtered, which were washed with 
diethylether and dried under reduced pressure to give 
4- [N-(2-pyrimidinyl)aminomethyl] aniline (208mg f 1.04mmol, 
5 26%). 

l H-NMR (CDC1 3 )<5: 4.50 ( 2H , d, J=5.4Hz), 5.32 (1H, m) , 6.54 
(1H, t, J=4.7Hz), 6.66 (2H, d, J=8.3Hz), 7.15 (2H, d, 
J=8.3Hz), 8.29 (2H, d, J=4.7Hz). 
Reference Example 264 

10 A mixture of methyl 7-bromo-2 , 3-dihydro-l- 

benzoxepine-4-carboxylate (1416mg, 5.00 mmol) , zinc 
cyanide (352mg, 3.00mmol) , tetrakis ( triphenylphosphine ) - 
palladium (347mg, 0.30mmol) and DMF(lOml) was stirred at 
80°C for 3 hours . The mixture was concentrated under 

15 reduced pressure , and to the residue was added ethyl acetate . 
Insoluble materials were filtered off, which were washed 
with ethyl acetate. The filtrate was concentrated under 
reduced pressure. The resulting crude product was 
recrystallized from ethyl acetate to give methyl 7- 

20 cyano-2 , 3-dihydro-l-benzoxepine-4-carboxylate ( 800mg, 
3.49mmol, 70%). 
IR (KBr): 2222, 1721 cm" 1 . 

X H-NMR ( CDC1 3 ) 6 : 2.95-3.1 (2H, m) , 3.84 (3H, s) , 4.3-4.4 ( 2H , 
m) , 7.05 (1H, d, J-8 . 8Hz ) , 7.50 (1H, dd, J-2.0, 8 . 8Hz ) ,7.52 

25 (1H, s) r 7.66 (1H, d, J=2.0Hz). 
Reference Example 26 5 

In toluene (15ml) was suspended methyl 7-cyano- 
2 , 3-dihydro-l-benzoxepine-4-carboxylate (642mg, 
2.80nimol), and to the mixture were added trimethylsilyl- 

30 azide (0.929ml, 7.00mmol) and dibutyl tin oxide (70mg, 

0.28mmol). The mixture was stirred at 100°C for 24 hours 
and concentrated under reduced pressure . To the residue was 
added methanol, and the mixture was concentrated under 
reduced pressure. To the residue was added ethyl acetate, 

35 and the mixture was extracted with saturated sodium 

bicarbonate solution (30ml, 10mlX2) . To the aqueous layer 
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was added 6N hydrochloric acid to make the solution about 
PH 1. and the mixture was extracted with ethyl acetate and 
THF ( (30ml50ml) and ( lOml/lOml) X 2 ) . The organic layer was 
drxed with anhydrous magnesium sulfate and concentrated 
5 under reduced pressure, to the residue was added ethyl 
acetate. Insoluble materials were filtered, which were 
washed with ethyl acetate and dried under reduced pressure 
to give methyl 7-(lH-tetrazol-5-yl)-2,3-dihydro-l- 
benzoxepine-4-carboxylate (662mg. 2.43mmol, 87%). 
10 H-NMR (DMSO-d 6 ) <5 : 2.85-3.0 (2H, m) , 3.78 (3H, s) 4 25- 

4- 4 (2H. m). 7.21 (1H, d, J=8.6Hz), 7.60 (1H, s), 7.94 ( 1H 
d<i, J-2.1. 8.6Hz), 8.16 (1H. d, J=2.1Hz). 
Reference Example 266 

In DMF (6ml) was dissolved methyl 7- ( lH-tetrazol- 

5 - yl ) - 2 . 3 - dihydro - 1 - benzoxepine - 4 - carboxylate ( 4 OOmg 
1.47mmol), and to the mixture was added at 0 e C sodium hydride 
(60%. 90mg. 2.3mmol). The mixture was stirred at the same 
temperature for 15 minutes, and to the mixture was added 
at 0C methyl iodide (0.28ml, 4.4mmol). While the 
temperature of the mixture was warmed from 0°C to room 
temperature, the mixture was stirred for 3 hours. To the 
mixture was added at o'C water (30ml), and the mixture was 
extracted with ethyl acetate. The organic layer was dried 
with anhydrous sodium sulfate and concentrated under 

25 reduced pressure. The residue was purified with column 
chromatography (silica gel 40g, ethyl acetate/hexane=l/8 
-*l/2), and the first eluted desired fraction was 
concentrated under reduced pressure to give methyl 7- 

(2-methyl-l H -tetra 2 ol-5-yl)-2,3-dihydro-l-benzoxepine- 
30 4-carboxylate (334mg, l.l 7 mmol, 79%). The second eluted 
desxred fraction was concentrated under reduced pressure 
to give methyl 7-(l- me thyl-iH-tetrazol-5-yl)-2,3- 

dihydro-l-benzoxepine-4-carboxylate (76mg, 0.27mmol 
18%). 
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IR ( KBr ) : 1705 cm" 1 . 

X H-NMR (CDC1 3 )(5: 2.95-3.1 ( 2H , m) , 3.83 (3H, s), 4.25-4.4 
(2H, m), 4.39 (3H, s), 7.09 (1H, d, J=8.4Hz), 7.69 (1H, s), 
8.00 (1H, dd, J=2.2, 8 . 4Hz ) , 8.15 (1H, d, J=2.2Hz). 
5 Methyl 7- ( 1-methyl-lH- tetrazol-5-yl ) -2 , 3-dihydro-l- 
benzoxepine - 4 - carboxylat e ; 
IR ( KBr) : 1705 cm" 1 . 

l H-NMR ( CDC1 3 ) 6 : 3.0-3.1 (2H, m) , 3.84 (3H, s) , 4.3-4.45 (2H, 
m), 4.20 (3H, s), 7.17 (1H, d, J=8.4Hz), 7.61 (1H, s), 7.63 

10 (1H, dd, J=2.2, 8.4Hz), 7.75 (1H, d, J=2.2Hz). 
Reference Example 267 

In methanol (7ml) and THF (7ml) was suspended methyl 
7 - ( 2 -methyl - 1H- tetrazol- 5 -yl ) -2 , 3- dihydro- 1 - 
benzoxepine-4-carboxylate (324mg, 1.13mmol), and to the 

15 mixture was added IN sodium hydroxide solution ( 3 . 4ml ) . The 
mixture was stirred at 50°C for 4 hours, and to the mixture 
was added, under ice-cooling, IN hydrochloric acid(3.4ml) . 
The mixture was concentrated under reduced pressure, and 
to the residue was added water. Insoluble materials were 

20 filtered, which were washed with water and dried under 
reduced pressure to give 7- ( 2-methyl-lH-tetrazol-5-yl) - 
2 , 3-dihydro-l-benzoxepine-4-carboxylic acid ( 295mg , 
1.08mmol, 96%) . 
Reference Example 268 

25 In methanol (3ml) and THF (3ml) was dissolved methyl 

7- ( 2-methyl-lH-tetrazol-5-yl) -2 , 3-dihydro-l- 
benzoxepine-4-carboxylate (76mg, 0.27mmol), and to the 
mixture was added IN sodium hydroxide solution ( 0 . 8ml ) . The 
mixture was stirred at 50°C for 4 hours, and to the mixture 

30 was added, under ice-cooling, IN hydrochloric acid (0.8ml) . 
The mixture was concentrated under reduced pressure, and 
to the residue was added water. Insoluble materials were 
filtered, which were washed with water and dried under 
reduced pressure to give 7- ( l-methyl-lH-tetrazol-5-yl) - 

35 2 , 3-dihydro-l-benzoxepine-4-carboxylic acid (69mg, 0.25 
mmol, 95% ) . 
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Reference Example 269 

In THF (500ml) was dissolved 4- [ (benzyloxy)carbonyl] - 
aminobutyric acid (25. Og) . and to the mixture was gradually 
added at -5°C methyl iodide (37. 4g). Under nitrogen 
atmosphere, the mixture was stirred at 0°C for 15 minutes 
and then at room temperature for 24 hours. To the mixture 
was added ethyl acetate (300ml) and then water (800ml) . The 
mixture was made pH 11 with sodium hydroxide and washed with 
ether (400mlX 2 ). The aqueous layer was made pH 2 with 
concentrated hydrochloric acid and extracted with ethyl 
acetate ( 1000ml and 500ml X 3 , . The organic layer was washed 
with 1M sodium thiosulfate solution (300ml) and dried with 
magnesium sulfate. The solvent was evaporated under 
reduced pressure to give 4- [ (benzyloxy)carbonyl] -4- 
15 methyl -aminobutyric acid (26. 3g). 

l H NMR (200MH 2/ CDC1 3 ) 6 1.88 (2H. m) . 2.35-2.37 (2H. m) 
2.93 (3H. S), 3.36 (2H, t, J=6.6Hz), 5.13 (2H, s), 7.35 ( 5H 
s). 

Reference Example 270 

To dichloromethane (1000ml) was added at room 
temperature anhydrous magnesium sulfate (50. 6g) and then 
concentrated sulfuric acid (6.0ml). The mixture was 
stirred at room temperature for 15 minutes, and to the 
mixture was added 4- [ (benzyloxy)carbonyl] -4 -methyl - 
aminobutyric acid (26. 3g) and then tert-butanol (50.5ml). 
The mixture was sealed completely and stirred at room 
temperature for 18 hours. To the mixture was added 
saturated sodium hydrogen carbonate solution to dissolve 
all of the magnesium sulfate, and the mixture was stirred. 
The organic layer was separated, washed with saturated brine 
(400ml) and dried with anhydrous magnesium sulfate. The 
solvent was evaporated under reduced pressure, and the 
residue was purified with silica gel column chromatography 
(250g, hexaneiethyl acetate=5:l) to give tert-butyl 4- 

[(benzyloxy)-carbonyl]-4-methylaminobutyrate (17 2g 
53%). 
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l H NMR (200MHz, CDC1 3 ) <5 1.44 ( 9H , s), 1.82 (2H, quint, 
J=6.6Hz), 2.21 (2H, t, J=6.2Hz), 2.93 ( 3H , s), 3.31 (2H, 
t, J=7.1Hz), 5.13 (2H, s), 7.35 (5H, s). 
Reference Example 271 
5 In methanol (70ml) was dissolved tert-butyl 4- 

[ (benzyloxy)carbonyl] -4-methylaminobutyrate (6.06g) , and 
to the mixture was added 10% palladium-carbon (580mg). 
Under hydrogen atmosphere, the mixture was stirred at room 
temperature for 3 hours, and 10% palladium-carbon was 

10 removed. The solvent was evaporated under reduced pressure 
to give tert-butyl 4-methylaminobutyrate (3.35g, 98%). 
l H NMR (200MHz, CDC1 3 ) d 1.45 (9H, s), 1.72 (1H, brs ) , 1.77 
(2H, quint, J=7.2Hz), 2.27 ( 2H , t, J=7.3Hz), 2.43 (3H, s), 
2.61 (2H, t, J=7.1Hz). 

15 Reference Example 272 

In DMF (5.0ml) was dissolved tert-butyl 4-methyl- 
aminobutyrate ( 1050mg) , and to the mixture was added at room 
temperature a solution of 5-bromo-2-f luorobenzaldehyde 
(1025mg) in DMF (1.0ml) and then potassium carbonate 

20 (837mg). The mixture was stirred at 70°C for 60 hours, and 
to the mixture was added at room temperature water (50ml) . 
The mixture was extracted with ethyl acetate (50mlX3) , and 
the organic layer was washed with saturated brine (50ml 
X3) and dried with anhydrous magnesium sulfate. The 

25 solvent was evaporated under reduced pressure, and the 

residue was purified with silica gel column chromatography 
(75g, hexane:ethyl acetate=10 : 1 ) to give tert-butyl 4- 
( 4-bromo-2-f ormyl-N-methylanilino) butyrate (1620mg, 
90%) . 

30 NMR (200MHz, CDC1 3 ) fi 1.42 (9H, s), 1.88 (2H, quint, 

J=7.4Hz), 2.22 (2H, t, J=7.3Hz), 2.88 ( 3H , s), 3.14 (2H, 
t, J=7.3Hz), 7.01 (1H, d, J=8.6Hz), 7.55 (1H, dd, J=8.7, 
2.5Hz), 7.88 (1H, d, J=2.6Hz), 10.19 (1H, s). 
Reference Example 273 

35 In tert-butanol (250ml) was dissolved tert-butyl 

4- ( 4-bromo-2-formyl-N-methylanilino)butyrate ( 4 . 54g) and 
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tert-butoxy potassium (1.43g) . and the mixture was ref luxed 
for 1 hour and cooled. To the mixture was added water 
(500ml). and the mixture was extracted with ethyl acetate 
(500mlX 2 ). The aqueous layer was made weakly acidic with 
5 IN hydrochloric acid (about 12.5ml), and the mixture was 
extracted with ethyl acetate (500ml). Both of these organic 
layer was washed with saturated brine (250ml) and dried with 
. anhydrous magnesium sulfate. The solvent was evaporated 
under reduced pressure, and the residue was purified with 
10 silica gel column chromatography (200g, hexane:ethyl 

acetate-10.1-1,1) to give tert-butyl 7-bromo-l -methyl - 
2,3-dihydro-l-benzoa 2 epine-4-carboxylate (3.33g. 77%) and 

7-bromo-l-methyl-2,3-dihydro-lH-l-benzoazepine-4- 
carboxylic acid (0.60g, 17%). 

15 tert-butyl 7-bromo-l-methyl-2 . 3-dihydro-l-benzoazepine- 
4-carboxylate; 

'HNMR (200MHz. CDC1,) 6 1 . 53 ( 9H, s ) . 2 . 80 ( 2H. t . J=4 . 8Hz ) 
3-00 (3H. s), 3.21 (2H. t, J=4.7Hz). 6.65 (IH. d. J=8.8Hz), 
7.25 (IH, dd, J-8.8. 2.2HZ). 7.39 (IH. d. J=2.6Hz), 7.46 
20 (IH, s). 

7-bromo-l-methyl-2,3-dihydro-lH-l-benzoazepine-4- 
carboxylic acid; 

l H NMR (200MHz. CDC1,) 6 2.85 (2H. t. J=4.8Hz). 3.03 (3H 
B). 3.25 (2H. t. J=4.9Hz). 6.67 (IH, d. J=9.2Hz). 7.29 ( IH 
dd, J-8.8. 2.2HZ). 7.44 (IH, d, J=2.6Hz), 7.67 (IH, s). 
Reference Example 274 

In water rethanol: toluene (1:1:10, 18.0ml) were 
dissolved 4-methylphenyl borate (276mg) and tert-butyl 
7 - bromo - 1 - me thyl -2,3- dihy dro - 1 - ben z oaz epine - 4 - 
carboxylate (571mg) , and to the mixture was added potassium 
carbonate (560mg). The mixture was stirred under argon 
atmosphere for 30 minutes, and to the mixture was added 
tetrakistriphenylphosphine palladium (78mg) . Under argon 
atmosphere, the mixture was ref luxed for 19.5 hours The 
mixture was diluted with ethyl acetate (300ml, and washed 
with water (100ml) and saturated brine (100ml). The organic 
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layer was dried with anhydrous magnesium sulfate. The 
solvent was evaporated under reduced pressure, and the 
residue was purified with silica gel column chromatography 
(120g, hexane-^hexane : ethyl acetate=10 : 1 ) to give tert- 
5 butyl 1 -methyl- 7 - ( 4 -methylphenyl ) - 2 , 3 -dihydro- 1 - 
benzoazepine-4-carboxylate (422mg, 72%). 

X H NMR (200MHz, CDC1 3 ) <5 1.54 (9H, s), 2.38 (3H, s), 2.83 
(2H, t, J=4.9Hz), 3.06 (3H, s), 3.28 (2H, t, J=4.9Hz), 6.85 
(1H, d, J=8.4Hz), 7.23 (2H, d, J=8.0Hz), 7.447 (1H, dd, 

10 J=8.6, 2.4Hz) , 7.463 (2H, d, J = 8.2Hz) , 7.53 (1H, d, J=2.2Hz) , 
1.67 (1H, s). 
Reference Example 275 

In ethyl acetate (7.0ml) was dissolved tert-butyl 
1 -methyl - 7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 - benzoazepine- 

15 4-carboxylate (490mg), and to the mixture was added 4N 

hydrochloric acid ( ethyl acetate ) ( 7 . 0ml ) . The mixture was 
stirred at room temperature for 20 hours. The solvent was 
evaporated under reduced pressure, and the residue was 
washed with hexane (10mlX3) to give l-methyl-7- ( 4- 

20 methylphenyl) -2 , 3 -dihydro- 1-benzoazepine- 4 -carboxylic 
acid hydrochloride (443mg, 96%). 
mp 249-252QC (decomp.). 

l H NMR (200MHz, DMSO-d 6 ) 6 2.32 (3H, s), 2.75 (2H, t, 
J=4.6Hz), 3.03 (3H, s), 3.25 (2H, t. J=4.9Hz), 6.92 (1H, 
25 d, J=8.6Hz), 7.22 (2H, d, J=8.2Hz), 7.53 (1H, dd, J=8.8, 
2.4Hz), 7,55 (2H, d, J=8.2Hz), 7.65 (1H, d, J=2.4Hz), 7.68 
(1H, s). 

IR (KBr) 3021, 2469, 1707, 1466, 1190, 1107, 810, 530 cm* 1 . 

Anal. Calcd. for C 19 H l9 N0 2 • HC1 • 0 . 3H 2 0 : 
30 C, 68.08; H, 6.19; N, 4.18. 

Found: C, 67.97; H, 6.13; N, 4.05. 

Reference Example 276 

In DMF (12.0ml) was dissolved 7-bromo-l-methyl- 

2 , 3-dihydro-l-benzoazepine-4-carboxylic acid 
35 hydrochloride (600mg) , and to the mixture was added thionyl 

chloride (0.39ml). The mixture was stirred at room 
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temperature for 15 minutes. The solvent was evaporated 
under reduced pressure, and the residue was dissolved in 
dichloromethane (14.0ml) . The thus obtained acid chloride 
solution was added dropwise at 0°C to a solution of 4- 

5 t[N-methyl-N-(tetrahydropyran-4-yl)amino]methyl]aniline 
(562mg) and triethylamine (1.48ml) in dichloromethane 
(5.5ml) . The mixture was stirred at 0°C for 10 minutes and 
then at room temperature for 5 hours. To the mixture was 
added water (100ml), and the mixture was. extracted with 
10 dichloromethane (100mlX 3 ). The organic layer was dried 
with anhydrous magnesium sulfate. The solvent was 
evaporated under reduced pressure, and the residue was 
purified with silica gel column chromatography (150g, ethyl 
acetate :ethanol=10:l) to give 7-bromo-l-methyl-N- [4- 
[[N-methyl-N-(tetrahydropyran-4-yl)amino]methyl]- 
phenyl ] - 2 . 3 - dihydro- 1 - benzoazepine - 4 - carboxamide ( 7 6 7mg 
75%). 

mp 62-642C. 

l H NMR (200MHz, CDC1 3 ) 6 1.63-1.79 (4H, m) , 2.21 (3H, s), 
2.57-2.72 (1H, m) , 2.94 (2H, t, J=4.2Hz), 3.03 (3H. s). 
3.27-3.44 (2H + 2H. m), 3.57 (2H, s), 4.00-4.07 (2H, m) , 
6.70 (1H, d, J=8.8Hz), 7.20 (1H, s), 7.26-7.303 (2H, m) , 
7.301 (1H, dd, J=8.6, 2.4Hz), 7.42 (1H, d, J=2.6Hz). 
7.50-7.55 (1H + 2H, m) . 

IR (KBr) 3264, 2949. 2843, 1655, 1597, 1514, 1499, 1406, 
1314. 1246. 1182, 810 cm" 1 . 
Anal. Calcd. for C 25 H 30 N 3 O 2 Br. 0 . 25H 2 0: 

C. 61.41; H, 6.29; N, 8.59. 
Found: C, 61.45; H, 6.25; N, 8.32. 
Working Example 310 (Production of Compound 310) 

In hydrous methanol was dissolved N,N-dimethyl-N- 
( 4 - ( ( ( 7 - ( 4 -me thylphenyl ) - 2 , 3 - dihydro - 1 - benzoxepin - 4 - 
yl ) carbonyl ) amino ) benzyl ) t etrahydro - 2H -pyran - 4 - aminium 
iodide (14. 2g). and the mixture was subjected to ion exchange 
resin (DOWEX SBR, 20-50 mesh, cr type) column and eluted 
with hydrous methanol. The solvent of the resulting 
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fraction was evaporated, and to the residue was added acetone 
to give crude crystals, which were recrystallized from 
ethanol to give N f N-dimethyl-N- ( 4- ( ( ( 7- ( 4-methylphenyl ) - 
2 , 3-dihydro-l-benzoxepin-4-yl)carbonyl) -amino ) benzyl ) - 
5 tetrahydro-2H-pyran-4-aminium chloride (Compound 310) 
(10.4g) as colorless crystals, 
mp 23 2-237°C (dec. ) . 

1 H-NMR( <5ppm, DMSO-d 6 ) 1.76-2.00 (2H, m) , 2.14-2.20 (2H, m) , 
2.35 (3H, s), 2.89 (6H, s), 3.01 (2H, t, J = 4.5Hz), 3.29-3.46 

10 (2H, m), 3.55-3.69 (1H, m) , 4.04-4.09 (2H, m) , 4.31 ( 2H , 
t, J=4.5Hz), 4.50 (2H, s), 7.06 (1H, d, J=8.4Hz), 7.27 (2H, 
d, J = 8.4Hz), 7.46 ( 1H , s), 7.53-7.59 (5H, m) , 7.79 (1H, d, 
J=2.2Hz), 7.92 (2H, d, J=8.4Hz), 10.34 (1H, s). 
IR(KBr) V: 2973, 2849, 1645, 1516cm' 1 . 

15 Anal. Calcd. for C 32 H 37 C1N 2 0 3 : 

C72.10; H,7.00; N,5.25; CI', 6.65. 
Found C72.03; H,6.83; N,5.38; CI, 6.47. 
Working Example 311 (Production of Compound 311) 

In dichloromethane (5ml) was suspended 7- (4 -methyl - 

2 0 phenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - carboxylic acid 

(0.25g) , and to the mixture were added, under ice -cooling, 
oxalyl chloride (0.16ml) and dimethylf ormamide (catalytic 
amount). The mixture was stirred at room temperature for 
2 hours, and the solvent was evaporated. The residue was 

25 dissolved in tetrahydrof uran (20ml), and the mixture was 
added dropwise to a solution of 4- ( (N,N-bis ( 2-methoxy- 
ethyl) amino) methyl) aniline (0.24g) and triethylamine 
(0.4ml) in tetrahydrof uran (10ml) under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 

30 temperature overnight, and the solvent was evaporated. To 
the residue was added water, and the mixture was extracted 
with ethyl acetate. The organic layer washed with water and 
saturated brine , and dried with anhydrous magnesium sulfate . 
Under reduced pressure, the solvent was evaporated, and the 

35 residue was purified with silica gel column (ethyl acetate) 
to give crude crystals , which were recrystallized from ethyl 



BNSDOCID: <WO 9932468A1J_> 



15 



25 



30 



35 



WO 99/32468 PCT/JP98/05707 

476 

acetate-hexane to give N-(4-( (N,N-bis(2-methoxyethyl)- 
amino ) me thyl ) phenyl ) - 7 - ( 4 -me thylphenyl ) - 2 . 3 - dihydro - 1 - 
benzoxepine-4-carboxamide (Compound 311) (0.25g) as 
'colorless crystals. 
5 mp 110-11213. 

1 H-NMR( <5pp m . CDC1 3 ) 2.39 (3H, s). 2.74 (4H. t, J=6 . OHz ) . 3 . 07 
(2H. t. J=4.4HZ), 3.32 (6H, s), 3.48 (4H, t. J=6.0Hz), 3.69 
(2H, s). 4.35 (2H, t. J=4.4Hz), 7.05 (1H, d, J=8.0Hz), 7.24 
(2H, d. J=8.4Hz), 7.33 (2H. d. J=8.8Hz), 7.43-7.55 (6H, m) 
10 7.61 (1H, s). 

IR(KBr) v : 3287, 2876. 1651cm" 1 . 
Anal. Calcd. for C 3l H 34 N 2 0 4 : 

C, 74.37; H,7.25; N,5.60. 
Found C.74.33; H.7.15; N.5.45. 
Working Example 312 (Production of Compound 312) 

In dichloromethane (5ml) was suspended 7-(4-methyl- 
Phenyl) -2,3-dihydro-l-benzoxepine-4-carboxylic acid 
(0.25g), and to the mixture were added, under ice-cooling 
oxalyl chloride (0.23ml) and dimethylf ormamide (catalytic 
amount). The mixture was stirred at room temperature for 
2 hours, and the solvent was evaporated. The residue was 
dissolved in tetrahydrofuran (20ml). and the mixture was 
added dropwise to a solution of 4- ( (n- ( 3-ethoxypropyl ) - 
N-methylamino)methyl)aniline dihydrochloride (0.3g) and 
triethylamine (0.62ml) in tetrahydrofuran (10ml), under 
ace-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature overnight, and the solvent was 
evaporated. To the residue was added water, and the mixture 
was extracted with ethyl acetate . The organic layer washed 
wrth water and saturated brine, and dried with anhydrous 
magnesium sulfate . Under reduced pressure . the solvent was 
evaporated, and the residue was purified with silica gel 
column (methanol/triethylamine/ethyl acetate) to give 
crude crystals, which were recrystallized from ethyl 
acetate-hexane to give N- ( 4- ( (N-( 3-ethoxypropyl )-N- 
methylamino ) methyl ) phenyl ) - 7 - ( 4 -methylphenyl ) - 2 , 3 - 
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dihydro- l.-benzoxepine-4-carboxamide ( Compound 312 ) (0.3g) 
as colorless crystals, 
mp 119-122 < C. 

1 H-NMR( 6 ppm, CDC1 3 ) 1.19 (3H, t, J=7.1Hz), 1.65-1.85 (2H, 
5 m), 2.19 (3H, s), 2.39 (3H, s), 2.46 (2H, t, J=7.2Hz), 3.08 
(2H, t, J=4.8Hz), 3.42-3.52 (6H, m) , 4.36 (2H, t , J=4.8Hz), 
7.06 (1H, d, J=8.4Hz), 7.24 (2H, d, J=8.0Hz), 7.30 (2H, d, 
J=8.8Hz), 7.44-7.58 (7H, m) . 
IR(KBr) V: 2975, 2872, 1647, 1516cm" 1 . 
10 Anal. Calcd. for C 31 H 36 N 2 0 3 : 

C, 76.83; H,7.49; N,5.78. 
Found C76.73 ; H , 7 . 3 1 ; N , 5 . 95 . 

Working Example 313 (Production of Compound 313) 

In THF (5ml) was dissolved 7 - ( 4 -methylphenyl ) -2 , 3 - 

15 dihydro- 1-benzoxepine- 4 -carboxylic acid (0.25g), and to 
the mixture were added, under ice-cooling, oxalyl chloride 
(0.16ml) and dimethylf ormamide (catalytic amount). The 
mixture was stirred at room temperature for 2 hours, and 
the solvent was evaporated. The residue was dissolved in 

20 tetrahydrof uran (15ml) , and the mixture was added dropwise 
to a solution of 4- ( (N- ( 1 , 3-dimethoxypropan-2-yl) -N- 
methylamino) methyl) aniline (0.23g) and triethylamine 
(0.5ml) in tetrahydrof uran (10ml), under ice-cooling. 
Under nitrogen atmosphere, the mixture was stirred at room 

25 temperature overnight, and the solvent was evaporated. To 
the residue was added water, and the mixture was extracted 
with ethyl acetate . The organic layer washed with water and 
saturated brine , and dried with anhydrous magnesium sulfate . 
Under reduced pressure, the solvent was evaporated, and the 

30 residue was purified with silica gel column (ethyl 
acetate/hexane ) to give crude crystals, which were 
recrystallized from ethyl acetate-hexane to give N-(4- 
( (N-( 1 , 3-dimethoxypropan-2-yl) -N-methylamino) methyl) - 
phenyl ) -7- ( 4 -methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4- 

35 carboxamide (Compound 313) (0.25g) as colorless crystals, 
mp 128-132t:. 
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l H-NMR(6ppm, CDC1 3 ) 2.31 (3H. s), 2.39 (3H, s), 3.00-3.09 
(3H. m), 3.35 (6H, s), 3.44-3.63 (4H, m) , 3.71 (2H, s). 4.35 
(2H, t. J=4.7Hz), 7.05 (1H, d, J=8.4Hz), 7.24 (2H, d, 
J=8.0H2), 7.33 (2H. d, J=8.8Hz), 7.43-7.58 (7H, m) . 
5 IR(KBr) V: 3285, 2882, 1651, 1516cm" 1 . 
Anal. Calcd. for C 31 H 36 Nj0 4 : 

C,74.37; H.7.25; N,5.60. 
Found C74.17; H.7.05; N.5.75. 
Working Example 314 (Production of Compound 314) 

In THF (5ml) was dissolved 7- (4-methylphenyl) -2 , 3- 
dihydro-l-benzoxepine-4-carboxylic acid (0.25g), and to 
the mixture were added, under ice -cooling, oxalyl chloride 
(0.16ml) and dimethylf ormamide (catalytic amount) . The 
mixture was stirred at room temperature for 2 hours, and 
the solvent was evaporated. The residue was dissolved in 
tetrahydrofuran (15ml) , and the mixture was added dropwise 
to a solution of 4- ( (N- ( 2-methoxyethyl) -N-methylamino) - 
methyl) aniline (0.21g) and triethylamine (0.37ml) in 
tetrahydrofuran ( 10ml) , under ice-cooling. Under nitrogen 
atmosphere, the mixture was stirred at room temperature 
overnight, and the solvent was evaporated. To the residue 
was added water, and the mixture was extracted with ethyl 
acetate. The organic layer was washed with water and 
saturated brine , and dried with anhydrous magnesium sulfate . 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column (methanol/ 
triethylamine/ethyl acetate) to give crude crystals, which 
were recrystallized from ethyl acetate-hexane to give 
N- ( 4 - ( ( N- ( 2 -methoxyethyl ) -N-methylamino ) methyl ) phenyl ) - 
7 - ( 4 -methylphenyl ) - 2 , 3 - dihydro - 1 -benzoxepine - 4 - 
carboxamide (Compound 314) (0.24g) as colorless crystals, 
mp 121-122t:. 

'H-NMR( 6 ppm, CDC1,) 2.26 (3H, s), 2.39 (3H, s), 2.60 (2H, 
t, J=5.8Hz), 3.07 (2H, t. J=4.5Hz), 3.35 (3H, s). 3.49- 
3.54 (4H, m), 4.35 (2H, t, J=4.5Hz), 7.05 (1H, d, J=8.4Hz), 
7.24 (2H, d, J=8.8Hz), 7.31 (2H, d, J=8.8Hz), 7.43-7.56 (6H, 
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m), 7,62 (1H, s). 

IR(KBr) V: 3287, 2926, 1651, 1516cm* 1 . 
Anal. Calcd. for C 29 H 32 N 2 0 3 : 

C76.29; H,7.06; N,6.14. 
5 Found C, 75.99; H,7.02; N,6.22. 

Working Example 315 (Production of Compound 315) 

In water/ethanol/toluene(l:l:10, 18.0ml) were 
dissolved 4- trif luoromethoxyphenyl borate (208mg) and 
7-bromo-l-methyl-N- [4- [ [N-methyl-N- ( tetrahydro-2H- 

10 pyran-4-yl) amino] methyl] phenyl] -2 , 3-dihydro-l- 

benzazepine-4-carboxamide (407mg), and to the mixture was 
added potassium carbonate (27 9mg) . Under argon atmosphere, 
the mixture was stirred for 30 minutes, and the mixture was 
added tetrakistriphenylphosphine palladium (39mg). Under 

15 argon atmosphere, the mixture was refluxed for 16 hours, 
and the mixture was diluted with ethyl acetate ( 200ml) . The 
mixture was washed with water (50ml) and saturated brine 
(50ml), and the organic layer was dried with anhydrous 
magnesium sulfate. The solvent was evaporated under 

20 reduced pressure, and the residue was purified with silica 
gel column chromatography (75g, ethyl acetate-methyl 
acetate/ethanol=20 : 1 ) and recrystallized from ethanol to 
give 1-methyl-N- [4- [ [N-methyl-N- ( tetrahydro-2H-pyran-4- 
yl ) amino ] methyl ] phenyl ] - 7 - ( 4 - trif luoromethoxyphenyl ) - 

25 2 , 3-dihydro-l-benzazepine-4-carboxamide (Compound 315) 
(148mg, 31%). 
mp 182-183^. 

*H NMR (200MHz, CDC1 3 ) <5 1.63-1.76 (4H, m) , 2.20 ( 3H , s), 
2.56-2.72 (1H, m), 2.96 (2H, t, J=4.6Hz), 3.09 (3H, s), 
30 3.30-3.43 (4H, m) , 3.56 ( 2H , s), 4.01-4.06 (2H, m) , 6.89 
(1H, d, J=8.6Hz), 7.25 (2H, d, J=8.2Hz), 7.30 (2H, d, 
J=8.6Hz), 7.40 (1H, s), 7.48 (1H, dd, J=8.6, 2 . 4Hz ) , 
7.51-7.58 (6H, m) . 

IR (KBr ) 2951, 2847, 1651, 1514, 1501, 1260, 1221, 1163, 
35 806, 733 cm" 1 . 

Anal. Calcd. for C 32 H 34 N 3 0 3 F 3 : C, 67.95; H, 6.06; N, 7.43. 
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F ° Und: C. 67.74; H, 5.87; N. 7.68. 

Working Example 316 (Production of Compound 316) 

In water/ethanol/toluene (1:1:10. 18.0ml) were 
dissolved 4- (1-piperidinyl) phenyl borate (179mg) and 7- 

bromo-l-methyl-N-[4-[[N-methyl-N-(tetrahydro-2H-pyran- 
4 -yl ) amino ] methyl ] phenyl ] - 2 , 3 - dihydro - 1 - benzazepine- 4 - 
carboxamide (353mg) . and to the mixture was added potassium 
carbonate (242mg) . Under argon atmosphere, the mixture was 
stirred for 40 minutes, and to the mixture was added 
tetrakistriphenylphosphine palladium (34mg). Under argon 
atmosphere, the mixture was refluxed for 15 hours, and the 
mixture was dilute with ethyl acetate (200ml) . The mixture 
was washed with water (50ml) and saturated brine (50ml), 
and the organic layer was dried with anhydrous magnesium 
sulfate . The solvent was evaporated under reduced pressure , 
and the residue was purified with silica gel column 
chromatography (75g, ethyl acetate/ethanol=9 : 1 ) and 
recrystallized from ethanol to give 1-methyl-N- [4- [ [N- 
methyl-N- ( tetrahydro- 2H-pyran- 4-yl ) amino ] methyl ] - 
phenyl ] - 7 - [ 4 - ( 1 - piperidinyl ) phenyl ] - 2 , 3 - dihydro - 1 - 
benzazepine-4-carboxamide (Compound 316) (79mg, 19%). 
mp 202-204'C. 

'HNMR (200MHz, CDC1 3 ) <5 1.59-1.77 (10H, m) . 2.21 (3H. s), 
2.57-2.73 (1H. m) , 2.95 (2H, t. J=4.4Hz), 3.07 (3H, s), 3.19 
25 (4H, t, J-5.1HZ), 3.31-3.43 (4H, m) , 3.57 (2H, s), 4.01-4.06 
(2H, m), 6.86 (1H, d, J=8.4Hz), 6.99 (2H, d, J=8.8Hz), 7.30 
(2H, d, J=8.6Hz), 7.39-7.50 (5H. m) , 7.54 (2H, d. J=8.4Hz), 
7.57 (1H. s). 

IR (KBr) 2938, 2849, 1645, 1607. 1505, 1314, 1235. 910 812 
30 733cm" 1 . 

Anal. Calcd. for C 36 H 44 N 4 0 2 : C, 76.56; H, 7.85; N, 9.92. 
F ° Und: C. 76.53; H, 7.79; N, 10.01. 

Working Example 317 (Production of Compound 317) 
In water/ethanol/toluene (1:1:10, 60.0ml) were 
35 dissolved 4-methylphenyl borate (658mg) and 7-bromo-l- 
formyl-N- [4- [ [N-methyl-N- (tetrahydro- 2H-pyran- 4- 
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yl) amino] methyl] phenyl] -2 , 3-dihydro-l-benzazepine-4- 
carboxamide (2.01g) , and to the mixture was added potassium 
carbonate (1.34g) . Under argon atmosphere, the mixture was 
stirred for 30 minutes, and to the mixture was added 
5 tetrakistriphenylphosphine palladium ( 186mg) . Under argon 
atmosphere, the mixture was refluxed for 17 hours, and the 
mixture was dilute with ethyl acetate (750ml) . The mixture 
was washed with water (200ml) and saturated brine (100ml) , 
and the organic layer was dried with anhydrous magnesium 

10 sulfate . The solvent was evaporated under reduced pressure , 
and the residue was purified with silica gel column 
chromatography (150g, ethyl acetate-methyl acetate/ 
ethanol=20 : 1 ) and recrystallized from ethanol to give 
1-f ormyl-7- ( 4-methylphenyl) -N- [ 4- [ [N-methyl-N- 

15 ( tetrahydro-2H-pyran- 4 -yl) amino ]methyl] phenyl] -2,3- 

dihydro-l-benzazepine-4-carboxamide ( Compound 317 ) (669mg, 
33%). 

mp 229-230 . 5*C . 

X H NMR (200MHz, CDC1 3 ) <5 1.69-1.79 ( 4H , m) , 2.21 (3H, s), 
20 2.41 (3H, s), 2.57-2.72 ( 1H , m) , 3.04 ( 2H , t, J=4.9Hz), 3.37 
(2H, td, J=10.2, 3.1Hz), 3.57 (2H, s) , 3.93 (2H, t, J = 5.5Hz), 
4.01-4.07 (2H, m) , 7.21 (1H, d, J=8.2Hz), 7.29 ( 2H , d, 
J=7.6Hz), 7.32 (2H, d, J = 8.4Hz), 7.50 ( 2H , d, J=8.8Hz), 7.54 
(2H, d, J=8.8Hz), 7.58 ( 1H , s), 7.59 (1H, dd, J=8 . 2 , 2 . 2Hz ) , 
25 IH.was concealed under 7.55-7.58, 7.71 (1H, d, J=2.2Hz), 
8.56 (1H, s). 

IR (KBr) 2946, 2847, 1667, 1597, 1516, 1497, 1360, 1316, 
814, 733 cm" 1 . 

Anal. Calcd. for C 32 H 35 N 3 0 3 : C, 75.41; H, 6.92; N, 8.25. 

30 Found: C, 75.45; H, 6.95; N, 8.18. 

Working Example 318 (Production of Compound 318) 

To 1-f ormyl-7 - (4-methylphenyl) -N- [4- [ [ N -methyl -N- 

( tetrahydro-2H-pyran-4-yl)amino]methyl]phenyl] -2 , 3- 

dihydro-l-benzazepine-4-carboxamide (1177mg) was added IN 
35 hydrochloric acid (20ml), and the mixture was stirred at 

lOO'tfor 1 hour. The mixture was dilute with ethyl 
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acetate(50ml) and made weakly basic with saturated sodium 
hydrogen carbonate solution (45ml). To the mixture were 
addedethyl acetate (250ml) and water (100ml) , and separated. 
The organic layer was dried with anhydrous magnesium sulfate . 
The solvent was evaporated under reduced pressure, and the 
residue was purified with silica gel column chromatography 
(75g, ethyl acetate/ethanol=9 : 1 ) to give 7-(4-methyl- 
phenyl ) - N- [ 4 - [ [ N-methyl -N - ( te t rahydro - 2H- pyran - 4 - 
yl ) amino ] me thyl ] phenyl ] - 2 , 3 - dihydro - 1 - benzazepine - 4 - 
carboxamide (Compound 318) (804mg, 72%) as amorphous. 
>H NMR (200MHz, CDC1 3 ) 6 1.69-1.80 (4H, m) , 2.21 (3H, s), 
2.38 (3H, s), 2.58-2.72 (1H, m) , 2.96 (2H, t, J=4.4Hz), 3.37 
(2H, td, J-11.4. 3.1Hz), 3.47 (2H, t, J=4.8Hz), 3.57 (2H, 
s), 4.01-4.07 (2H, m), 4.53-4.70 (1H, br) , 6.71 (1H, d. 
J=8.4Hz). 7.22 (2H, d, J=7.8Hz), 7.28-7.32 (4H, m) , 7.35 
(1H, dd, J=8.4, 2.2Hz), 7.42 (1H, s), 7.46 (1H, s), 7.48 
(1H, d. J=2.0Hz), 7.54 (2H, d. j=8.6Hz). 

IR (KBr) 3330, 2949, 2847, 1651, 1609, 1514. 1507, 1408, 
1316, 910, 812, 735 cm' 1 . 
20 Anal. Calcd. for C 31 H 35 N 3 0 2 : c, 77.31; H, 7.32; N, 8.72. 

F0Und: C, 77.44; H, 7.12; N, 8.78. 

Working Example 319 (Production of Compound 319) 

In dimethylformamide (5ml) was dissolved 7-(4- 
e thoxyphenyl ) - 1 -methyl - 2 , 3 - dihydro - 1 - benzaz epine - 4 - 
carboxylic acid hydrochloride (0.5g), and to the mixture 
was added, under ice -cooling, thionyl chloride (0.25ml). 
The mixture was stirred at room temperature for 45 minutes, 
and the solvent was evaporated. The residue was dissolved 
in tetrahydrofuran (15ml), and the mixture was added 
dropwise to a suspension of 4- ( (N- ( 3-ethoxypropyl) -N- 
methylamino) methyl) aniline dihydrochloride (0.41g) and 
triethylamine (1.2ml) in tetrahydrofuran (10ml), under 
ice-cooling. Under nitrogen atmosphere, the mixture was 
stirred at room temperature overnight, and the solvent was 
35 evaporated. To the residue was added water, and the mixture 
was extracted with ethyl acetate. The organic layer was 
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washed with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
silica gel column (methanol/triethylamine/ethyl acetate) 
5 to give crude crystals , which were recrystallized from ethyl 
acetate-hexane to give N- ( 4 - ( ( N- ( 3 -ethoxypropyl ) -N- 
methylamino ) methyl ) phenyl ) - 7 - ( 4 -e thoxyphenyl ) - 1 -methyl - 
2,3-dihydro-l-benzazepine-4-carboxamide (Compound 319) 
(0.39g) as pale yellow crystals. 

10 mp 129-131°C. 

^-NMRtOppm, CDC1 3 ) 1.19 (3H, t, J=6.9Hz), 1.44 ( 3H , t, 
J-7.1HZ), 1.76-1.84 (2H, m) , 2.19 ( 3H , s), 2.46 (2H, t, 
J=7.4Hz), 2.97 (2H, t, J=4.6Hz), 3.09 (3H, s), 3.35 (2H, 
t, J=4.8Hz), 3.41-3.52 (6H, m), 4.07 ( 2H , q, J=7 . 1Hz ) , 6.88 

15 (1H, d, J=8.4Hz), 6.95 (2H, d, J=8.8Hz), 7.29 (2H, d, 
J=8.8Hz), 7.40-7.55 (8H, m) . 

IR(KBr) V : 2978, 2868, 1651, 1607, 1516, 1503cm" 1 . 
Anal. Calcd. for C 3 3H 41 N 3 0 3 : 

C75.ll; H,7.83; N,7.96. 

20 Found C, 74,90; H,7.98; N,7.97. 

Working Example 320 (Production of Compound 320) 

In water/ethanol/toluene (1:1:10, 18.0ml) were 
dissolved 4-ethylthiophenyl borate (264mg) and 7-bromo- 
1 -methyl-N- [ 4 - [ [ N-methyl-N- ( tetrahydro- 2H-pyran- 4 - 

25 y 1 ) amino ] methyl ] phenyl ] - 2 , 3 - dihydro - 1 -benz azepine - 4 - 

carboxamide (439mg) , and to the mixture was added potassium 
carbonate ( 301mg) . Under argon atmosphere, the mixture was 
stirred for 30 minutes, and to the mixture was added 
tetrakistriphenylphosphine palladium (42mg). Under argon 

30 atmosphere, the mixture was refluxed for 17.5 hours, and 
the mixture was dilute with ethyl acetate (200ml). The 
mixture was washed with water (50ml) and saturated brine 
(50ml), and the organic layer was dried with anhydrous 
magnesium sulfate. The solvent was evaporated under 

35 reduced pressure, and the residue was purified with silica 
gel column chromatography (75g. ethyl acetate— ►ethyl 
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acetate/ethanol=9:l) and recrystallized from ethanol to 
give 7-{4-ethylthiophenyl)-i-raethyl-N-[4-[[N-methyl-N- 
( t etrahydro- 2H-pyran- 4 -yl ) amino ] methyl ] phenyl ] - 2 . 3 - 

dihydro-l-benzazepine-4-carboxamide (Compound 320) (168mq 
34%). 

mp 139-14lt:. 

l H NMR (200MHZ. CDC1 3 ) d 1.34 (3H, t, J=7.3Hz), 1.63-1.76 
(4H. m), 2.21 (3H, s), 2.57-2.72 (IH, m) , 2.98 (2H. q, . 
J-7.3Hz). 2H around d 2.96 was concealed by d 2.98, 3.10 
OH. s). 3.31-3.43 (4H, m) . 3.57 (2H, s) . 4.00-4.07 (2H 
»). 6.89 (IH, d ( J=8.6Hz), 7.28-7.40 (6H, m) , 7.466 ( IH 
<3d, J-8.5. 2.3Hz). 7.473 (IH, s), 7.52-7.56 (4H. m) 
IR (KBr) 2948, 2845, 1645, 1597, 1514, 1489, 1408, 1314 
1244, 1188, 812 cm" 1 . 
15 Anal. Calcd. for C 33 H 39 N 3 0 2 S : C . 73.16; H, 7.26; N, 7.76. 

F ° Und: C. 72.96; H, 7.08; N, 7.64. 

Working Example 321 (Production of Compound 321) 

In DMF (10.0ml) was dissolved 7-(4-methylphenyl) -1- 
[ ( trif luoromethyl ) sulf onyl ] - 2 , 3 -dihydro - 1 -benzazepine- 
4-carboxylic acid (387mg), and to the mixture was added 
thionyl chloride (0.175ml). The mixture was stirred at room 
temperature for 1 hour, and excess thionyl chloride and DMF 
were evaporated under reduced pressure. The residue was 
dissolved in dichloromethane (10.0ml) , and the mixture was 
added dropwise to a solution of 4- ( [N-methyl-N- 
( tetrahydro- 2H-pyran- 4 -yl ) amino ] methyl ] aniline 
dihydrochloride (331mg) and triethylamine (0.98ml) in 
dichloromethane (15.0ml) at 0°C . The mixture was stirred 
at room temperature for 4 hours, and to the mixture was added 
30 water (50ml). The mixture was extracted with 

dichloromethane (100ml X 3 ). and the organic layer was 
dried with anhydrous magnesium sulfate. The solvent was 
evaporated under reduced pressure, and the residue was 
purified with silica gel column chromatography (35g, ethyl 
acetate-ethyl acetate/ethanol=9 : 1 ) and recrystallized 
from ethanol to give 7- ( 4-methylphenyl ) -N- [ 4- [ [N- 
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methyl-N- ( tetrahydro- 2H-pyran- 4 -yl ) amino ] methyl ] - 
phenyl ] - 1 - [ ( t rif luoromethyl ) sulf ony 1 ] - 2 , 3 - dihydro - 1 - 
benzazepine-4-carboxamide (Compound 71) (251mg, 43%). 
mp ISS-lSVt:. 

5 l H NMR (200MHz, CDC1 3 ) 6 1.70-1.77 (4H, m) , 2.21 (3H, s), 
2.41 (3H, s), 2.57-2.72 (1H, m) , 3.11 (2H, t , J=5.9Hz), 3.37 
(2H, td, J=11.3 f 2.9Hz), 3.58 (2H, s), 4.02-4.08 (4H, m) , 
7.26-7.35 (4H, m) , 7.46-7.61 (8H, m) , 7.64 (1H, s). 
IR (KBr) 1661, 1516, 1497, 1393, 1314, 1223, 1194, 1142, 
10 812 cm' 1 . 

Anal. Calcd. for C 32 H 34 F 3 N 3 0 4 S : C, 62.63; H, 5.58; N, 6.85. 

Found: C, 62.58; H, 5.57; N, 6.91. 

Working Example 322 (Production of Compound 322) 
To a solution of 7- ( 4-methylphenyl ) -2 , 3- 

15 dihydrobenzoxepine-4-carboxylic acid (280mg) and 2-[(4- 
aminophenyl)methylamino] pyridine (199mg) in DMF (4ml) was 
added, under ice-cooling, diethyl cyanophosphate (0.18ml) 
and triethylamine (0.17ml), and the mixture was stirred at 
0 for 30 minutes and then at room temperature for 1 hour. 

20 To the mixture was added DMAP (1 piece), and the mixture 
was stirred at room temperature for 18 hours. Under 
ice-cooling, to the mixture was added sodium bicarbonate 
solution , and the mixture was extracted with ethyl acetate , 
washed with brine, dried (anhydrous magnesium sulfate) and 

25 concentrated. The residue was purified with silica gel 
column chromatography (ethyl acetate/hexane =1/1) and 
recrystallized from ethyl acetate/hexane to give N-[4- 
[ ( pyrid- 2 -yl ) aminomethyl ] phenyl ] - 7 - ( 4 -methylphenyl ) - 
2 , 3-dihydro-l-benzoxepine-4-carboxamide ( Compound 72 ) 

30 (97mg) as colorless crystals, 
m.p. 189-190^: 

1 H-NMR (200MHz, CDC1 3 ) <5 : 2.39 (3H, s), 3.07 (2H, t, J = 
4.6), 4.36 (2H, t, J = 4.6) , 4.49 (2H, d, J = 4.6) , 4.9-5.0 
(1H, brm), 6.38 (1H, d, J = 8.4), 6.60 (1H, dd, J = 5.2, 
35 7.2), 7.06 (1H, d, J = 8.4), 7.2-7.6 (12H, m) , 8.05-8.15 
(1H, m) . 
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IR (KBr) 1651, 1597, 1522, 1491, 1439, 1316, 1254, 812 
772cm- 1 

Anal, for C 30 H 27 N 3 O 2 • 0 . 2H 2 0 
Calcd. C, 77.46; H, 5.94; N, 9.03: 
Found. C, 77.24; H, 5.96; N, 8.91. 
Reference Example 277 

A solution of p-nitrobenzyl bromide (10g) in THF (50ml) 
was added dropwise to a solution of bis(2-methoxyethyl) - 
amine (6.8g) and triethylamine (10ml) in THF (50ml) . Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature overnight, and the solvent was evaporated To 
the residue was added water, and the mixture was extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated brine, and dried with anhydrous magnesium 
15 sulfate. Under reduced pressure, the solvent was 
evaporated to give N,N-bis(2-methoxyethyl)-4- 
nitrobenzylamine (10.8g) as yellow oil. 

X H-NMR( <5ppm, CDC1J 2.76 (4H, t, J=5 . 6H Z ) , 3 . 31 (6H, s), 3 48 
(4H, t. J-5.6HZ). 3.83 (2H, s), 7.54 (2H, d, J=8.8Hz), 8.17 
(2H, d, J=8.8Hz). 
IR(neat) v : 2878, 1599, 1520cm" 1 . 
Reference Example 278 

In acetic acid (200ml) was dissolved N,N-bis(2- 
methoxyethyl)-4-nitrobenzylamine (10. 5g), and to the 
mixture was added reduced iron (llg) little by little. The 
mixture was stirred at room temperature overnight, and the 
solvent was evaporated. To the residue was added ethyl 
acetate and precipitates were filtered off. The filtrate 
was washed with sodium hydroxide solution, water and 
saturated brine , and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated, and the 
residue was purified with silica gel column chromatography 
( ethyl acetate ) to give 4- ( (N, N-bis ( 2 -me thoxyethyl ) amino ) - 
methyl) aniline (6.2g) as red oil. 

l H-NMR( fippm. CDC1 3 ) 2.71 (4H, t, J=6 . 3Hz ) , 3 . 31 (6H, s),3 46 
(4H, t, J=6.3Hz), 3.59 (2H, s), 6.63 (2H, d, J=8.4Hz), 7.10 



20 



25 



BNSDOCID: <WO__993246aMJ_> 



WO 99/32468 



487 



PCT/JP98/05707 



(2H, d, J=8.4Hz). 

IR(neat) V:3353, 2874, 2818, 1615cm" 1 . 
Reference Example 27 9 

In 1 , 2-dichloroethane (50ml) were dissolved p-nitro- 
5 benzaldehyde (5g) and 3-ethoxypropylamine (3.75g), and to 
the mixture was added, under ice- cooling, triacetoxy sodium 
boro hydride (9.8g). Under nitrogen atmosphere, the 
mixture was stirred at room temperature overnight, and to 
the mixture were added, under ice-cooling, 37% formalin 

10 (3.5ml) and triacetoxy sodium boro hydride (9.8g). Under 
nitrogen atmosphere, the mixture was stirred at room 
temperature for 8 hours, and the solvent was evaporated. 
The residue was neutralized with IN sodium hydroxide 
solution, and the mixture was extracted with ethyl acetate. 

15 The organic layer was washed with water and subjected to 
back extraction with IN hydrochloric acid. The mixture was 
washed with ethyl acetate, neutralized with IN sodium 
hydroxide and extracted with ethyl acetate. The organic 
layer was washed with water and saturated brine , and dried 

20 with anhydrous magnesium sulfate. Under reduced pressure, 
the solvent was evaporated to give N- ( 3-ethoxypropyl ) - 
N-methyl-4-nitrobenzylamine (6.6g) as yellow oil. 
X H-NMR( 6 ppm, CDC1 3 ) 1.18 (3H, t, J=7.0Hz), 1.72-1.86 ( 2H , 
m) , 2.20 (3H, s), 2.48 (2H, t, J=7.6Hz) 3.41-3.52 ( 4H , m) , 

25 3.58 (2H, s), 7.50 (2H, d, J=8.8Hz), 8.17 (2H, d, J=8.8Hz). 
IR(neat) V: 2859, 1520, 1346cm -1 . 
Reference Example 280 

In THF (60ml) were suspended N- ( 3-ethoxypropyl) -N- 
methyl-4-nitrobenzylamine (6.0g), iron chloride (III) 

30 (0.06g) and active charcoal (0.6g), and to the suspension 
was added dropwise hydrazine monohydrate (4.1ml) at 60-. 
65^. The mixture was stirred at 6$X^ for 4 hours, and to 
the mixture was added hydrazine monohydrate (15ml). The 
mixture was stirred at 6 5*0 for 4 hours and filtered. The 

35 solvent of the filtrate was evaporated, and the residue was 
extracted with ethyl acetate. The organic layer was washed 
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with saturated brine and dried with anhydrous magnesium 
sulfate, and the solvent was evaporated. The residue was 
dissolved in 2-propanol. and to the mixture was added 
hydrochloric acid (6ml). The solvent was evaporated, and 
the precipitated 4 - ( ( N- ( 3 - ethoxypropyl ) -N-methylamino ) - 
methyl) aniline dihydrochloride (5.8g) was filtered with 
ethyl acetate and washed with ethyl acetate-hexane to give 
yellow powder, 
mp 173-175T;. 

l H-NMR(6ppm, CDC1 3+ CD 3 0D) 1.16 (3H. t, J=7.0Hz), 2.18 ( 2H 
br), 2.72 (3H, s), 3.05-3.29 (2H. m) , 3.40-3.52 (4H, m) 
4.22-4.43 (2H, m) , 7.58 (2H, d, J=8.2Hz), 7.78 (2H, d 
J=8.2Hz), 11.86 (1H, br). 
IR(KBr) v : 1651cm- 1 . 
15 Anal. Calcd. for C 13 H 22 N 2 0'2HC1: 
C,52.88; H,8.19; N,9.49. 
Found C52.61; H.8.05; N,9.55. 
Reference Example 281 

In 1,2-dichloroethane (50ml) were suspended p-nitro- 
benzylamine hydrochloride (3g), 1 , 3-dimethoxyacetone 
(1.9g) and triethylamine (2.2ml), and to the mixture was 
added, under ice- cooling, triacetoxy sodium boro hydride 
( 4 . 7g ) . under nitrogen atmosphere , the mixture was stirred 
at room temperature for 5 hours, and to the mixture were 
added, under ice-cooling, 37% formalin (1.8ml) and 
triacetoxy sodium boro hydride (5g). Under nitrogen 
atmosphere, the mixture was stirred at room temperature 
overnight, and the solvent was evaporated. The residue was 
neutralized withlN sodium hydroxide solution and extracted 
with ethyl acetate . The organic layer was washed with water 
and saturated brine, and dried with anhydrous magnesium 
sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane) to give N- ( l , 3-dimethoxy- 

propan-2-yl)-N-methyl-4-nitrobenzylamine (3.2g) as yellow 
oil. 



20 



25 



BNSOOCID: <WO 9832«jaMJ_> 



WO 99/32468 



489 



PCT/JP98/05707 



l H-NMR( <5 ppm, CDC1 3 ) 2.32 (3H, s), 2.97-3.09 (lH f m) , 3.36 
(6H, S) 3.44-3.63 (4H, m) , 3.85 (2H, s) , 7.53 (2H, d, J = 9.0Hz) , 
8.17 (2H, d, J=9.0Hz). 
IR(neat) v : 2880, 1520, 1346cm" 1 . 
5 Reference Example 282 

In acetic acid (100ml) was dissolved N- ( 1 , 3 -dimethoxy- 
propan-2-yl) -N-methyl-4-nitrobenzylamine (3.1g), and to 
the mixture was added reduced iron (3.2g) little by little. 
The mixture was stirred at room temperature overnight, and 

10 the solvent was evaporated. To the residue was added ethyl 
acetate, and precipitates were filtered off. The filtrate 
was washed with sodium hydroxide solution, water and 
saturated brine , and dried with anhydrous magnesium sulfate . 
Under reduced pressure, the solvent was evaporated, and the 

15 residue dissolved in ethyl acetate. To the mixture was 
added 4N hydrochloric acid-ethyl acetate, and precipitates 
were filtered and washed with diethylether . The mixture was 
dissolved in water, and the mixture was neutralized with 
IN sodium hydroxide solution and extracted with ethyl 

20 acetate. The organic layer was washed with water and 

saturated brine , and dried with anhydrous magnesium sulfate . 
Under reduced pressure, the solvent was evaporated to give 
4-( (N- ( 1 , 3-dimethoxypropan-2-yl) -N-methylamino ) methyl ) - 
aniline (2.4g) as red oil. 

25 l H-NMR( 6 ppm, CDC1 3 ) 2.29 (3H, s), 2.95-3.07 (1H, m) , 3.34 
(6H, s), 3.42-3.58 ( 4H , m) , 3.61 (2H, s), 6.64 (2H, d, 
J=8.4Hz), 7.11 (2H, d, J=8.4Hz). 
IR(neat) v :3357, 2880, 1615, 1518cm* 1 . 
Reference Example 283 

30 In 1 , 2-dichloroethane (50ml) were dissolved p-riitro- 

benzaldehyde (5g) and 2-methoxyethylamine (2.7g), and to 
the mixture was added, under ice-cooling, triacetoxy sodium 
boro hydride (9.8g). Under nitrogen atmosphere, the 
mixture was stirred at room temperature for 4 hours, and 

35 to the mixture were added, under ice-cooling, 37% formalin 
(3.8ml) and triacetoxy sodium boro hydride (lOg). Under 
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nitrogen atmosphere, the mixture was stirred at room 
temperature overnight , and the solvent was evaporated . The 
residue was neutralized with IN sodium hydroxide solution 
and extracted with ethyl acetate. The organic layer was 
5 washed with water and saturated brine, and dried with 
anhydrous magnesium sulfate. Under reduced pressure, the 
solvent was evaporated, and the residue was purified with 
sHica gel column (ethyl acetate/hexane) to give N-(2- 

methoxyethyl)-N-methyl-4-nitrobenzylamine (5.9g) as 
10 yellow oil. 

1 H-NMR( 5ppm, CDClj ) 2.28 (3H, s). 2.63 (2H, t, J=5 . 6Hz ) . 3 . 35 
(3H. s), 3.52 (2H, t, J=5.6Hz), 3.65 (2H, s) 7.52 (2H. d, 
J=8.8Hz), 8.18 (2H, d, J=8.8Hz). 
IR(neat) v : 2814. 1605, 1520. 1346cm' 1 . 
15 Reference Example 284 

In acetic acid (100ml) was dissolved N-(2-methoxy- 
ethyl)-N-methyl-4-nitrobenzylamine (5.9g), and to the 
mixture was added reduced iron (7.5g) little by little. The 
mixture was stirred at room temperature overnight, and the 
solvent was evaporated. To the residue was added ethyl 
acetate, and precipitates were filtered off. The filtrate 
was washed with sodium hydroxide solution, water and 
saturated brine, and dried with anhydrous magnesium sulfate 
Under reduced pressure, the solvent was evaporated to give 
4 - ( ( N- ( 2 -methoxyethyl ) -N-methylamino ) methyl ) aniline 
(3.4g) as red oil. 

1 H-NMR( <5ppm, CDC1 3 ) 2.24 (3H. s), 2.57 (2H, t, J=6 : 0Hz ) , 3 . 33 
OH, s), 3.44 {2H, s), 3.50 (2H, t, J=6.0Hz), 6.64 (2H d 
J=8.4Hz), 7.09 (2H, d, J=8.4Hz). 
30 IR(neat) V :3 349, 2813, 1615, 1518cm" 1 . 
Reference Example 285 

In THF (350ml) was dissolved 5-bromoanthranilic acid 
(40.06g) , and the mixture was cooled to . To the mixture 
was added dropwise a solution of 10. 0M borane dimethyl - 
sulfide in THF (54.5ml) , and the mixture was stirred at room 
temperature for 4.5 hours. The mixture was cooled to o"C 
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and to the mixture was added dropwise 3N sodium hydroxide 
solution. The mixture was stirred at room temperature 
overnight, and to the mixture was added granulated sodium 
hydroxide to adjust the mixture to pH 11. The aqueous layer 
5 was saturated with potassium carbonate, and the THF layer 
was separated. The aqueous layer was extracted with ether 
( 100ml X 5 ) . The organic layers were combined and dried with 
magnesium sulfate. The solvent was evaporated under 
reduced pressure to give ( 2-amino-5-bromophenyl)methanol 

10 (36.66g, 100%). 

X H NMR (200MHz, CDC1 3 ) 0 4.62 (2H, s), 7.20 (1H, s), 
7.23-7.26 (1H, m) . 
Reference Example 286 

To acetone (300ml) were added (2 -amino- 5- 

15 bromophenyl) methanol (23.32g) and active manganese dioxide 
(58.5g), and the mixture was stirred at room temperature 
for 17.5 hours and filtered. The solvent was evaporated 
under reduced pressure to give 2-amino-5-bromobenzaldehyde 
(16.41g, 71%). 

20 : H NMR (200MHz, CDC1 3 ) <5 6.10-6.20 (2H, br ) , 6.57 (1H, d, 
J=8.8Hz) , 7.38 (1H, dd, J=8.8, 2 . 4Hz ) , 7.59 ( 1H , d, J=2.4Hz) , 
9.81 (1H, s). 
Reference Example 287 

To acetic acid anhydride (34.8ml) was added formic acid 

25 (17.0ml) at 0°C , and the mixture was stirred at 60^ for 2 
hours, cooled and diluted with THF (200ml) . In THF (100ml) 
was dissolved 2-amino-5-bromobenzaldehyde (16.40g), and 
the mixture was added dropwise to the previously prepared 
solution of formic acid anhydride in THF at 0^Z . The mixture 

30 was stirred at 0°C for 2 hours , and the solvent was evaporated 
under reduced pressure. The residue was washed with hexane 
and filtered to give 4-bromo-2-f ormylphenylf ormamide 
(15.24g, 82%). 

l H NMR (200MHz, CDC1 3 ) 6 7. 72 ( 1H, dd, J = 8.8, 2 . 6Hz ) , 7.83 
35 (1H, d, J = 2.6Hz), 8.53 (1H, s), 8.68 (1H, d, J = 9.2Hz), 9.88 
(1H, s) , 10.94 (1H, br) . 
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Reference Example 288 

To 4-bromo-2-formylphenylformamide (18.07g) ( ethyl 
4-bromobutyrate (30. 9g) and potassium carbonate (21. 9g) was 
added DMF (160ml), and the mixture was stirred at 70=0 for 
24 hours. The mixture was dilute with ethyl acetate 
(1400ml), washed with water (300mlX 3 ) an d saturated brine 
(150ml) , and dried with magnesium sulfate. The solvent was 
evaporated under reduced pressure, and the residue was 
purified with silica gel column chromatography (300g 
hexanerethyl acetate-4: 1-1:1) to give ethyl 4-(4-bromo- 
2,N-diformylanilino)butyrate (21.56g, 80%). 
l H NMR (200MHz, CDC1 3 ) ( syn : anti=5 : 2 or 2:5) 6 1.23 ( 2 . 1H 
t, J=7.2Hz), 1.25 (0.9H, t, J=7.2Hz), 1.87 (2H, quint, ' 
J=7.5Hz), 2.35 (1.4H, t. J=7.3Hz), 2.36 (0.6H. t. J=6.8Hz), 
3-78 (0.6H, t, J=7.5Hz), 3.85 (1.4H, t, J=7.6Hz), 4.10 (1 4H 
q. J=6. 9Hz), 4.15 (0.6H, q, J=7.2Hz), 7.17 (0.3H, d, J=8.4Hz) 
7-24 (0.7H, d, J-8.6HZ). 7.81 (0.3H, dd, J=8.4, 2.4Hz), 7.82 
(0.7H. dd, J=8.4, 2.4H2), 8.09 (0.3H, d, J=2.4Hz) . 8.10 (0.7H, 
d. J=2.4Hz), 8.19 (0.7H, s). 8.39 (0.3H. s). 9.92 (0.3H. 
20 s), 10.04 (0.7H, s). 
Reference Example 289 

In t-butanol (500ml) were dissolved ethyl 4-(4-bromo- 
2,N-diformylanilino)butyrate (15.32g) and potassium t- 
butoxide ( 5 . 53g) , and the mixture was ref luxed for 30 minutes . 
To the mixture were added water (500ml) and IN hydrochloric 
acid ( 50ml ) , and the mixture was extracted with ethyl acetate 
( 1000ml ) . The organic layer was washed with saturated brine 
(200ml) and dried with magnesium sulfate. The solvent was • 
evaporated under reduced pressure, and the residue was 
purified with silica gel column chromatography (300g 
hexane:ethyl acetate=4 : 1-1 , 1 ) to give ethyl 7-bromo-l- 
f ormyl-2 , 3 -dihydro- 1 -benzazepine-4 -carboxylate ( 3 . 13g , 

22%) and 7-bromo-l-formyl-2,3-dihydro-l-ben 2 azepine-4- 
carboxylic acid (1.39g, 10%). 

Ethyl 7 - bromo - 1 - f ormyl -2,3- dihydro - 1 - benz azepine - 4 - 
carboxylate; 
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mp 150. 5-152^. 

l H NMR (200MHz, CDC1 3 ) 5 1-34 (3H, t , J=7.1Hz), 2.93 ( 2H , 
t, J=4.9Hz), 3.80 (2H, t, J=5.7Hz), 4.28 (2H, q, J=7.2Hz), 
7.00 (1H, d, J=8.4Hz), 7.50 (1H, dd, J=8.4, 2 . 2Hz ) , 7.57 
5 (1H, s), 7.66 (1H, d, J=2.2Hz), 8.46 (1H, s). 

IR (KBr) 1707, 1678, 1491, 1358, 1265, 1235, 1194, 1088 cm" 1 . 
Anal. Calcd. for C 14 H 14 N0 3 Br: C, 51.87; H, 4.35; N, 4.32. 

Found: C, 51.81; H, 4.35; N, 4.19. 

7 -Bromo- 1 - f ormyl- 2 , 3 -dihydro - 1 -benzazepine- 4 -carboxylic 
10 acid; 

mp 248-249. 5*0. 

X H NMR (200MHz, DMSO-d 6 ) 0 2 . 73 (2H, td, J=5.1, 1 . 2Hz ) , 3.67 
(2H, t, J=5.9Hz), 7.33 (1H, d, J=8.4Hz), 7.57 (1H, s), 7.61 
(1H, dd, J=8.4, 2.6Hz), 7.91 (1H, d, J=2.4Hz), 8.48 (1H, 
15 S). 

IR (KBr) 1665, 1491, 1431, 1360, 1300, 1281, 1252, 1196, 
999, 918, 841, 754 cm -1 . 

Anal. Calcd. for C 12 H 10 NO 3 Br: C, 48.67; H, 3.41; N, 4.73. 
Found: C, 48.70; H, 3.56; N, 4.54. 

20 Reference Example 290 

In IN sodium hydroxide (13.0ml) and THF:ethanol (1:1, 
50ml) was dissolved ethyl 7-bromo-l-f ormyl- 2 , 3-dihydro- 
l-benzazepine-4-carboxylate (2.77g), and the mixture was 
stirred at room temperature for 15 hours. To the mixture 

25 was added IN hydrochloric acid (12.5ml), and the mixture 
was concentrated.' To the residue was added water (200ml) , 
and the mixture was adjusted to pH 2 with IN hydrochloric 
acid. The mixture was extracted with ethyl acetatef 300ml 
X 3 ) , and the organic layer was dried with magnesium sulfate . 

30 The solvent was evaporated under reduced pressure to give 
7 -bromo- 1 - f ormyl- 2 , 3- dihydro- 1 -benzazepine- 4 -carboxylic 
acid (2.52g, 100%) . 
Reference Example 291 

To a solution of 7-bromo- 1-f ormyl-2 , 3-dihydro-l- 

35 benzazepine-4-carboxylic acid (3.28g) in DMF (30ml) was 
added dropwise thionyl chloride (2.0ml) at 0*0 , and the 
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mixture was stirred at room temperature for 30 minutes. 
Under reduced pressure, thionyl chloride and DMF were 
evaporated, and the residue was dissolved in dichloromethane 
(40ml). To a solution of 4- [ [N-methyl-N- ( tetrahydro-2H- 
pyran - 4 -yi) amino] methyl] aniline (3.90g) and triethylamine 
(11.6ml) in dichloromethane (40ml) was added dropwise the 
previously prepared chloride solution at Ot , and the 
mixture was stirred at room temperature for 7 hours. The 
mixture was concentrated under reduced pressure, and the 
residue was diluted with ethyl acetate (400ml) , washed with 
water (100mlX 2 ) and saturated brine (50ml), and dried with 
magnesium sulfate. The solvent was evaporated under 
reduced pressure, and the residue was purified with silica 
gel column chromatography (200g, ethyl acetate^ethyl 
acetate/ethanol=10:l) to give 7-bromo-l-f ormyl-N- [ 4^- 
[ [N-methyl-N- (tetrahydro-2H-pyran-4-yl)amino]methyl] - 

phenyl] -2, 3-dihydro-l-benzazepine-4-carboxamide ( 2 . 13g 
39%). 

mp 173-175t. 

l H NMR (200MHz, CDC1 3 ) 5 1.66-1.77 (4H, m) , 2.21 (3H, s), 
2.58-2.73 (1H, m) , 3.02 (2H, t, J=4.8Hz), 3.37 (2H, td, 
J=10.3, 2.9Hz), 3.58 (2H, s), 3.87 (2H, t, J=5.5Hz), 
4.02-4.08 (2H, m) , 7.03 (1H, d, J=8.4Hz), 7.32 (2H, d, 
J=8.4Hz), 1H was concealed under 7.27-7.34. 7.50 (1H, s), 
7.51 (1H, dd, J=8.5, 2.3Hz), 7.52 (2H, d, J=8 . 4Hz ) , 1 . 65 
(1H, d, J=2.2Hz), 8.49 (1H. s). 
IR (KBr) 2953, 2845, 1669, 1599, 1520. 1358, 1316, 1260. 
1192, 733 cm* 1 . 

Anal. Calcd. for C JS H 28 N 3 0 3 Br : C, 60.24; H. 5.66; N, 8.43. 

30 F ° Und: C. 60.15; H, 5.69; N, 8.49. 

Reference Example 292 

To t -butyl 7-bromo-l-methyl-2,3-dihydro-l- 
benzazepine-4-carboxylate (4.0g), 4-ethoxyphenyl borate 
(2.35g), 1M potassium carbonate solution (25ml) and ethanol 
(25ml) was added toluene (100ml) , and the mixture was stirred 
under argon atmosphere at room temperature for 30 minutes. 
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To the mixture was added tetrakistriphenylphosphine 
palladium (0.55g) , and the mixture was refluxed under argon 
atmosphere overnight. The organic layer was washed with 
water and saturated brine, and dried with anhydrous 
5 magnesium sulfate. Under reduced pressure, the solvent was 
evaporated, and the residue was purified with silica gel 
column (ethyl acetate/hexane ) to give t -butyl 7- (4- 
ethoxyphenyl ) - 1 -methyl- 2 , 3 - dihydro- 1 -benzazepine- 4 - 
carboxylate (4.0g) as yellow crystals. 

10 mp 140-142°C. 

l H-NMR( 5ppm, CDC1 3 ) 1.43 (3H, t, J = 7.0Hz) , 1.54 (9H, s) , 2.82 
(2H, t, J=4.8Hz), 3.05 (3H, s), 3.27 (2H, t, J = 4.8Hz), 4.07 
(2H,q, J = 7.0Hz) , 6.83 (1H, d, J=8.4Hz) , 6.95 (2H, d, J=8.8Hz) , 
7.38-7.49 (4H, m) , 7.66 (1H, s). 

15 IR(KBr) n: 2978, 1694cm" 1 . 
Anal. Calcd. for C 24 H 29 N0 3 : 

C75.96; H,7.70; N,3.69. 
Found C75.91; H,7.89; N,3.49. 
Reference Example 293 

20 In dimethoxyethane (100ml) was dissolved t-butyl 7- 

( 4 - e thoxyphenyl ) - 1 -methyl -2,3- dihydro - 1 -benzazepine - 4 - 
carboxylate (4.0g), and to the mixture was added 6N 
hydrochloric acid (25ml). The mixture was refluxed for 3 
hours, and the solvent was evaporated. Precipitated yellow 

2 5 powder was filtered and washed with ethyl acetate -hexane 
to give 7- ( 4-ethoxyphenyl) -l-methyl-2 , 3-dihydro-l- 
benzazepine-4-carboxylic acid hydrochloride (3.8g). 
mp 245-254t;(dec. ) . 

'H-NMRCSppm, DMSO-d 6 ) 1.35 (3H, t, J=7.0Hz), 2.77 (2H,br), 
30 3.02 (3H, s), 3.25 (2H,br), 4.05 ( 2H , q , J=7 . 0Hz ) , 6.94-6.98 

(3H, m) , 7.49-7.68 (5H, m) . 

IR(KBr) V: 2976, 2880, 2475, 1701cm* 1 . 

Reference Example 294 

In IN hydrochloric acid (25ml) and ethanol (20ml) was 
35 dissolved ethyl 7-bromo-l-f ormy 1-2, 3 -dihydro- 1- 

benzazepine-4-carboxylate (1165mg), and the mixture was 
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refluxed for 2 hours. The mixture was neutralized with 
saturated sodium hydrogen carbonate solution, and the 
mixture was extracted with ethyl acetate (300ml). The 
organic layer was washed with water (100ml) and dried with 
5 anhydrous magnesium sulfate. The solvent was evaporated 
under reduced pressure, and the residue was purified with 
silica gel column chromatography (150g, hexane/ethyl 
acetate=9:l) to give ethyl 7-bromo-2 , 3-dihydro-l- 
benzazepine-4-carboxylate (628mg, 59%). 
10 mp 120-121QC. 

l H NMR (200MHZ, CDC1 3 ) 6 1.34 (3H, t, J=7.1Hz), 2.86 (2H 
td, J=4.8, 1.2Hz). 3.36 (2H, t, J=4.8Hz). 4.25 (2H, g 
J=7.1Hz). 4.51-4.66 (IH, br) , 6.49 (IH, d, J=8.8Hz), 7.15 
(IH, dd, J=8.7, 2.3HZ), 7.39 (IH, d, J=2.2Hz), 7.53 ( IH 
15 s). 

IR (KBr) 3377, 2978, 1694, 1493, 1248, 1209, 1173, 1090 
812 cm" 1 . 

Anal. Calcd. for C u H l4 BrN0 2 : C. 52.72; H, 4.76; N , 4.73. 

F ° Und: C, 52.54; H. 4.88; N, 4.60. 

20 Reference Example 295 

In dichloromethane (30ml) were dissolved 7-bromo- 
2,3-dihydro-l-benzazepine-4-carboxylic acid ethyl (457mg) 
and triethylamine (1.29ml), and to the mixture was added 
dropwise at 0<C trif luoromethanesulfonic acid anhydride 
(1.56ml). The mixture was stirred at 0^ for 4 hours, and 
to the mixture was added water (50ml) at . The mixture 
was extracted with dichloromethane (100ml) , and the organic 
layer was dried with anhydrous magnesium sulfate. The 
solvent was evaporated under reduced pressure, and the 
residue was purified with silica gel column chromatography 
(50g, hexane/ethyl acetate=9:l) to give ethyl 7-bromo- 
1 - [ ( tr if luorome thy 1 ) sulf onyl ] - 2 , 3 - dihydro - 1 - 
benzazepine-4-carboxylate (516mg, 78%) 

l H NMR (200MHz, CDC1 3 ) 6 1.36 (3H, t, J=7.5Hz), 3.00 (2H 
t. J=6.0Hz). 3.91-4.03 (2H, m). 4.30 (2H, q. J=7.2Hz), 7.38 
(IH. d, J=8.4Hz), 7.45 (IH, dd, J=8.8. 2.2Hz). 7.63 (1H+1H, 
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IR (KBr ) 2982, 1713, 1487, 1397, 1252, 1227, 1194, 1142, 
1100, 1090, 700, 627 cm" 1 . 
Reference Example 296 
5 In water/ethanol/toluene (1:1:10, 36.0ml) 4- 

methylphenyl borate (194mg) and ethyl 7-bromo-l- 
[ { trif luoromethyl ) sulf onyl ] - 2 , 3 -dihydro - 1 -benzazepine - 
4-carboxylate (510mg) were dissolved, and to the mixture 
was added potassium carbonate (395mg). The mixture was 

10 stirred under argon atmosphere for 30 minutes, and to the 
mixture was added tetrakistriphenylphosphine palladium 
(138mg) . Under argon atmosphere, the mixture was refluxed 
for 17 hours, and the mixture was diluted with ethyl acetate 
(150ml) and washed with water (50ml) and saturated brine 

15 (50ml). The organic layer was dried with anhydrous 
magnesium sulfate. The solvent was evaporated under 
reduced pressure, and the residue was purified with silica 
gel column chromatography (50g, hexane/ethyl acetate=9:l) 
to give ethyl 7 -( 4-methylphenyl ) -1- [( trif luoromethyl ) - 

20 sulf onyl] -2 , 3-dihydro-l-benzazepine-4-carboxylate ( 469mg , 
90%). 

X H NMR (200MHz, CDC1 3 ) <5 1.37 (3H, t, J=7.2Hz), 2.41 (3H, 
s), 3.02 (2H, t, J-6.0HZ), 3.99-4.05 (2H, m) , 4.31 (2H, q, 
J-7.1HZ), 7.27 (2H, d, J=8.0Hz), 7.43-7.56 (4H, m) , 

25 7.60-7.68 ( 1H , m) , 7.77 (1H, s). 

IR (KBr) 2982, 1709, 1495, 1395, 1246, 1225, 1192, 1152, 
1096, 812, 642, 588 cm -1 . 
Reference Example 297 

In IN sodium hydroxide solution (3.0ml) and THF/ethanol 

30 (1:1, 12.0ml) was dissolved 7- ( 4 -methylphenyl ) -1- 

[ ( trif luoromethyl ) sulf onyl ] - 2 , 3 -dihydro- 1 -benzazepine- 
4-carboxylic acid ethyl (463mg) , and the mixture was stirred 
at room temperature for 14 hours. The mixture was 
neutralized with IN hydrochloric acid (3.5ml) and 

35 concentrated. To the residue was added water (40ml), and 
the mixture was extracted with ethyl acetate (100mlX3). 
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The organic layer was dried with anhydrous magnesium sulfate, 
and the solvent was evaporated under reduced pressure to 
give 7 - ( 4 -me thylphenyl ) - 1 - [ ( trif luorome thyl ) sulf onyl ] - 
2,3-dihydro-l-benzazepine-4-carboxylic acid (393mg, 91%). 
l H NMR (200MHz, DMSO-dJ <5 2.39 (3H, s). 2.94 (2H,t, 
J=6.2Hz), 4.00-4.08 (2H, m) , 7.28 (2H, d, J=8.6Hz), ' 
7.41-7.49 (1H, m), 7.56 (2H, d, J=8.4Hz), 7.61-7.66 (1H, 
m), 7.73-7.77 (1H, m), 8.00 (1H. s). 
Reference Example 298 

To a solution of 4-nitrobenzaldehyde (3.02g) and 2- 
aminopyridine (1.88g) in 1 , 2-dichloroethane (70ml) were 
added triacetoxy sodium boro hydride ( 5 . 93g) and acetic acid 
(1.14ml). and the mixture was stirred under nitrogen 
atmosphere at room temperature for 2 hours and concentrated. 
15 To the residue was added sodium bicarbonate solution, "Ind 
the mixture was extracted with ethyl acetate, washed with 
brine, dried (anhydrous magnesium sulfate) and concentrated. 
The residue was purified with silica gel column 
chromatography (ethyl acetate/hexane =1/1), and to the 
purified materials were added ethyl acetate/diethylether 
and IN hydrochloric acid. The aqueous layer was extracted 
and washed with diethylether , and to the mixture was added 
sodium carbonate. The mixture was extracted with ethyl 
acetate, and the extract was dried (anhydrous magnesium 
sulfate), concentrated and recrystallized from ethyl 
acetate/hexane to give 2- [ (4-nitrophenyl)methylamino] - 
pyridine (1.63g) as pale yellow crystals, 
m.p. 131-132"C 

l H-NMR (200MHz, CDC1 3 ) 6 s 4.67 (2H, d, J = 6.0), 4.9-5.1 
(1H, brm), 6.37 (1H, d, J = 8.4), 6.63 (1H, dd, J = 5.1, 
6-9), 7.35-7.45 (1H, m) , 7.52 (2H, d, J = 8.8), 8.15-8.25 
(1H, m), 8.18 (2H, d, J = 8.8). 

IR (KBr) 1601, 1516, 1460. 1348, 1281, 1159, 999. 772cm" 1 
Anal for C 12 H u N 3 0j 
35 Calcd. C, 62.87; H, 4.84; N, 18.33: 
Found. C, 62.69; H, 4.69; N, 18.20. 



20 



25 



30 



BNSDOCID: <WO_9932468A1 J_> 



WO 99/32468 



499 



PCT/JP98/05707 



Reference Example 299 

To a solution of nickel bromide (44mg) in methanol 
(4ml)/THF (4ml) was added sodium boro hydride (40mg), and 
the mixture was stirred- To the mixture was added 2- 
5 [ ( 4 -nitrophenyl)methylamino] pyridine (0.92g) and then 

sodium boro hydride (414mg), and the mixture was stirred 
at room temperature for 1 hour. To the mixture was added 
nickel bromide (44mg)and sodium boro hydride (454mg), and 
the mixture was stirred at room temperature for 2 hours. 

10 Insoluble materials were filtered off with sellaite, and 
to the filtrate was added sodium bicarbonate solution. The 
mixture was extracted with ethyl acetate and washed with 
brine. The extract was dried (anhydrous magnesium sulfate) 
and concentrated, and the residue was purified twice with 

15 silica gel column chromatography (ethyl acetate/hexane 
=1/1) to give 2- [( 4-aminophenyl)methylamino] pyridine 
(369mg) as pale red solid. 

1 H-NMR (200MHz, CDC1 3 ) <5 : 3.4-3.8 (2H, br) , 4.36 (2H, d, 
J = 5.2), 4.7-4.85 ( 1H , br) , 6.37 ( 1H , d, J = 8.4), 6.58 
20 (1H, dd, J = 5.2, 8.0), 6.66 ( 2H , d, J = 8.4), 7.15 ( 2H , 
d, J = 8.4), 7.35-7.45 (1H, m) , 8.05-8.15 (1H, m) . 
IR (KBr) 1603, 1578, 1514, 1443, 1335, 1294, 1159, 818, 
770cm" 1 

25 Industrial Applicability 

The compound of the formula (I) or a salt thereof of 
the present invention has potent antagonistic activity on 
MCP-1 receptor and can be advantageously used for the 
treatment or prophylaxis of various inflammatory diseases 

30 in human and animals, cardiac infarction, myocarditis, etc. 
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CLAIMS 



1. 



A compound of the formula: 



r=\yl R 2 




o 

wherein R l is an optionally substituted 5- to 6-membered ring, 
W isa divalent group of the formula: 

or 

wherein the ring A is an optionally substitute *~ 
6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, the ring B is an optionally substituted 
5- to 7-membered ring. Z is a chemical bond or a divalent 
group, R 2 is (1) an optionally substituted amino group in 
which a nitrogen atom may form a quaternary ammonium, (2) 
an optionally substituted nitrogen-containing heterocyclic 
ring group which may contain a sulfur atom or an oxygen atom 
as ring constituting atoms and wherein a nitrogen atom may 
form a quaternary ammonium, (3) a group binding through a 
sulfur atom or (4) a group of the formula: 

n/ 

R 6 



20 k 



25 



wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 and R< are independently an 
optionally substituted hydrocarbon group or an optionally 
substituted amino group, and R 5 and R< may bind to each other 
to form a cyclic group together with the adjacent phosphorus 
atom, or a salt thereof. 

2 . A compound according to claim 1 . wherein R l is benzene . 
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furan, thiophene , pyridine, cyclopentane , cyclohexane, 
pyrrolidine, piperidine, piperazine, morpholine, 
thiomorpholine or tetrahydropyran , each of which may be 
substituted. 

5 3. A compound according to claim 1, wherein R 1 is an 
optionally substituted benzene. 

4. A compound according to claim 1, wherein the ring A 
is furan, thiophene, pyrrole, pyridine or benzene, each of 
which may be substituted. 
10 5. A compound according to claim 1, wherein the ring A 
is an optionally substituted benzene. 

6. A compound according to claim 1, wherein W is a group 
of the formula: 




15 wherein each symbol is as defined in claim 1. 

7 . A compound according to claim 1 , wherein W is a group 
of the formula: 




wherein each symbol is as defined in claim 1. 
20 8. A compound according to claim 7, wherein the ring B 
is a 5- to 7-membered ring group of the formula: 

B 




wherein Y is -Y , -(CH 2 ) n - ( Y 1 is -S-, -O- , -NH- or -CH 2 -, and 
m is an integer of 0-2), -CH=CH- or -N=CH-), which may have 
25 a substituent at any possible position. 

9 . A compound according to claim 8 , wherein Y is - 
Y'-(CH 2 ) 2 - (Y' is -S-, -0-, -NH- or -CH 2 -). 

10. A compound according to claim 8, wherein Y is -(CH 2 ) 2 -, 
-(CH 2 ) 3 - or -0-(CH 2 ) 2 -. 

30 11. A compound according to claim 10, wherein the ring 
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A is an optionally substituted benzene. 

12. A compound according to claim 1. wherein Z is an 
optionally substituted C,., alkylene. 

13 . A compound according to claim 1 , wherein Z is a divalent 
group of the formula: -Z'-(CH 2 )„- ( Z - is -CH(OH)-, - C (0)- 
or -CH,-, and n is an integer of 0-2) in which an optional 
methylene group may be substituted. 

14. A compound according to claim 1, wherein Z is 
methylene. 

15. A compound according to claim 1, wherein Z is 
substituted at para position of the benzene ring. 

16. A compound according to claim 1. wherein R 2 is ( 1 ) an 
optionally substituted amino group in which a nitrogen atom 
may form a quaternary ammonium, (2) an optionally 
substituted nitrogen-containing heterocyclic ring group 
which may contain a sulfur atom or an oxygen atom as ring 
constituting atoms and wherein a nitrogen atom may form a 
quaternary ammonium, or (3) a group of the formula: 

R 6 



0 

wherein R 5 and R< are independently an optionally substituted 
hydrocarbon group, and R 5 and R< may bind to each other to 
form a cyclic group together with the adjacent phosphorus 
atom. 

17. A compound of the formula: 



CH, 





CH 3 

wherein X" is an anion. 

18 . A compound according to claim 17 , wherein X is a halogen 
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atom. 

19. A compound selected from the class consisting of 
N-methyl-N- [ 4 - [ [ [ 2 - ( 4 -methylphenyl ) - 6 , 7 -dihydro- 5H- 
benzocyclohepten- 8 -yl ] carbonyl ] amino ] benzyl ] 
5 piperidinium iodide, 

N-methyl-N- [4 - [ [ [ 7 - ( 4 -methylphenyl ) -2 , 3 -dihydro- 1 - 
benzoxepin - 4 -yl ] carbonyl ] amino J benzyl ] piperidinium 
iodide , 

N- [ 4- [N-methyl-N- ( tetrahydropyran- 4 -yl ) aminomethyl ] - 
10 phenyl] - 7- ( 4 -methylphenyl ) -2 , 3-dihydro-l-benzoxepine-4- 
carboxmide , 

N- [ 4 - [N-methyl-N- (tetrahydropyran- 4 -yl) aminomethyl] - 
phenyl ] - 7 - ( 4 -morpholinopheny 1 ) - 2 , 3 - dihydro - 1 - 
benzoxepine-4-carboxmide , 
15 7 - ( 4-ethoxyphenyl ) -N- [ 4 - [N-methyl-N- ( tetrahydropyran- 4- 
yl ) aminomethyl ] phenyl ] - 2 , 3 - dihydro - 1 -benzoxepine - 4 - 
carboxmide , 

N , N - dime thy 1 - N- [4-[[[2-(4 -me t hy Ipheny 1 ) - 6 , 7 - dihydro - 5H - 
benzocyclohepten- 8 -yl ] carbonyl ] amino ] benzyl ] -N - 
20 (tetrahydropyran- 4 -yl) ammonium iodide and 

N-methyl-N- [ 4 - [ [ [ 7- ( 4 -methylphenyl) -3 , 4 - dihydro - 
naphthalen- 2 -yl ] carbonyl ] amino ] benzyl ] piperidinium 
iodide, 

or a salt thereof. 
25 20. A method for producing a compound of the formula: 




o 

wherein each symbol is as defined in claim 1 or a salt thereof , 
which comprises subjecting a compound of the formula: 
R l -W-COOH 

30 wherein each symbol is as defined in claim 1, a salt or a 
reactive derivative thereof to condensation reaction with 
a compound of the formula: 
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10 



15 



HJ 



^l— R 2 ' 




// 



wherein Z is as defined in claim 1 and R 2 ' is (1) an 
optionally substituted amino group in which a nitrogen atom 
may form a quaternary ammonium, (2) an optionally 
substituted nitrogen-containing heterocyclic ring group 
which may contain a sulfur atom or an oxygen atom as ring 
constituting atoms and wherein a nitrogen atom may form a 
quaternary ammonium. (3) a group binding through a sulfur 
atom or (4) a group of the formula- 



wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 and R 6 are independently an 
optionally substituted hydrocarbon group or an optionally 
substituted amino group, and R ! and R< may bind to each other 
to form a cyclic group together with the adjacent phosphorus 
atom, the above groups (l)-( 4 ) being optionally protected 
or a salt thereof, and, if desired, subjecting the obtained 
product to deprotection, oxidation, reduction and/or 
ammoniumation . 

20 21 . 3- ( 4-methylphenyl) -8 , 9-dihydro-7H-ben Z ocyclo- 
heptene-6-carboxylic acid or a salt thereof. 

22. A pharmaceutical composition comprising a compound 
according to claim 1 or a salt thereof. 

23. A composition according to claim 22, which is for 
25 antagonizing MCP-l receptor. 

24. A composition according to claim 22, which is for the 
treatment or prophylaxis of cardiac infarction or 
myocarditis. 

25. A pharmaceutical composition for antagonizing MCP-l 
receptor, which comprises a compound of the formula: 



30 
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z 



R 



2 



R 



C 

II 
0 



NH 




wherein R 1 is an optionally substituted 5- to 6 -membered ring , 
W is a divalent group of the formula: 



5 wherein the ring A is an optionally substituted 5- to 

6 -membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, the ring B is an optionally substituted 
5- to 7 -membered ring, Z is a chemical bond or a divalent 

10 group, R 2 is (1) an optionally substituted amino group in 
which a nitrogen atom may form a quaternary ammonium, (2) 
an optionally substituted nitrogen-containing heterocyclic 
ring group which may contain a sulfur atom or an oxygen atom 
as ring constituting atoms and wherein a nitrogen atom may 

15 form a quaternary ammonium, (3) a group binding through a 
sulfur atom or (4) a group of the formula: 



wherein k is 0 or 1 , and when k is 0 , a phosphorus atom may 
form a phosphonium; and R 5 1 and R 6 1 are independently an 
20 optionally substituted hydrocarbon group, an optionally 
substituted hydroxy group or an optionally substituted amino 
group, and R 5 ' and R 6 ' may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
thereof . 

25 26. A method for antagonizing MCP-1 receptor which 

comprises administering to a mammal in need thereof an 
effective amount of a compound of the formula: 




or 
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0 

wherein R' is an optionally substituted 5- to 6-membered 
ring; 

W isa divalent group of the formula: 
or 

wherein the ring A is an optionally substituted 5- to 
6-membered aromatic ring, x is an optionally substituted 
carbon atom., an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, and the ring B is an optionally 
substituted 5- to 7-membered ring; z is a chemical bond or 
a drvalent group; R' is (1) an optionally substituted amino 
group in which a nitrogen atom may form a quaternary ammonium , 
(2) an optionally substituted nitrogen-containing 
heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium. (3) a group 
binding through a sulfur atom or (4) a group of the formula- 

k 



(0) 



wherexn k is 0 or 1. and when k is 0. a phosphorus atom may 
form a phosphonium; and R" and R" are independently an 
optionally substituted hydrocarbon group, an optionally 
substituted hydroxy group or an optionally substituted amino 
group, and r" and R" may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
2 5 thereof. 

27. A method for antagonizing MCP-i receptor which 
comprises administering to a mammal in need thereof an 



BNSDOCID: <WO 993246flA1J_> 



WO 99/32468 



PCT/JP98/05707 



507 



effective amount of a compound according to claim 1 or a 
salt thereof. 

28. Use of a compound of the formula: 

R 1 — W C NH CY 

II — 
0 

5 wherein R 1 is an optionally substituted 5- to 6-membered 
ring; 

W is a divalent group of the formula: 





or 

wherein the ring A is an optionally substituted 5- to 
10 6-membered aromatic ring, X is an optionally substituted 
carbon atom, an optionally substituted nitrogen atom, sulfur 
atom or oxygen atom, and the ring B is an optionally 
substituted 5- to 7-membered ring; Z is a chemical bond or 
a divalent group; R 2 is (1) an optionally substituted amino 
15 group in which a nitrogen atom may form a quaternary ammonium , 
(2) an optionally substituted nitrogen- containing 
heterocyclic ring group which may contain a sulfur atom or 
an oxygen atom as ring constituting atoms and wherein a 
nitrogen atom may form a quaternary ammonium, (3) a group 
20 binding through a sulfur atom or (4) a group of the formula: 

/ 



wherein k is 0 or 1, and when k is 0, a phosphorus atom may 
form a phosphonium; and R 5 ' and R 6 ' are independently an 
optionally substituted hydrocarbon group, an optionally 
25 substituted hydroxy group or an optionally substituted amino 
group, and R 5 ' and R 6 ' may bind to each other to form a cyclic 
group together with the adjacent phosphorus atom, or a salt 
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thereof, for the manufacture of a medicament for 
antagonizing MCP-1 receptor. 

29 . Use of a compound according to claim 1 or a salt thereof 

for the manufacture of a medicament for antagonizing MCP-1 
recp.ntnr 3 



5 receptor 



•i 
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